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In  a  previous  paper  (I)  it  has  been  shown  that  s  definite  relationship 
exists  between  the  neutralizing  power  of  the  normal  resting  saliva  aod 
that  of  the  activated  saliva.  This  relation,  called  the  salivary  factor, 
has  been  found  to  be  indicative  of  the  incidence  of  susceptibility  to 
dental  caries  and  of  immunity  therefrom,  but  is  independent  of  oral 
cleanliness  or  the  lack  of  it.  The  factor,  while  not  an  infallible  test, 
has  suggested  a  theory  of  one  of  the  causes  underlying  the  conditions 
of  acquired  and  of  absolute  immunity. 

In  bacteriological  work  we  find  that  by  altering  the  acidity  or  the 
alkalinity  of  a  culture  medium,  the  growth  of  the  oi^anism  may  be 
inhibited.  The  application  of  this  principle  to  oral  conditions  is  obvi- 
ous. Assuming  the  correctness  of  the  salivary  factor  it  will  be  found 
that  in  the  condition  of  dental  caries,  the  relationship  of  the  neutraliz- 
ing power  of  the  activated  saliva  to  that  of  the  normal  resting  saliva 
varies  only  Ijetween  relatively  narrow  limits.  With  immunity,  the 
conditions  are  exactly  the  reverse  and  the  relationship  varies  within 
relatively  wide  limits.  The  lactic  acid-forming  oi^anisms,  although 
capable  of  growth  in  a  relatively  high  alkaline  medium,  flourish -more 
readily  in  one  of  lesser  alkalinity,  such  as  may  be  furnished  by  the 
saliva  found  associated  with  caries.  With  the  increase  of  growth  of 
these  bacteria  there  is  a  corresponding  increase  in  the  amount  of  lactic 
acid  formed  and  -the  conseriuent  solution  of  the  calcium  salts  of  the 
tooth  structure. 
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Id  the  further  consideration  of  the  neutralizing  power  the  question 
arose  as  to  whether  the  saBvary  factor  is  as  constant  in  certain  types 
of  nervous  disorders  as  it  is  in  the  normal  individual. 

A  series  of  analyses  were  made  on  exactly  the  same  lines  aa  formally 
the  cases  being:  first  dementia  praecox;  second,  epilepsy. 

Contrary  to  the  expectations  of  several  members  of  the  medical 
staff  of  the  different  hospitals  as  well  as  to  the  writer,  it  was  found 
that  cooperation,  in  securing  samples  from  dementia  praecox  patients, 
was  better  in  the  more  acute  types.  Those,  on  the  other  hand,  who  were 
of  a  higher  mentality  failed  in  nearly  every  instance  to  give  the  neces- 
sary voluntary  aid.  The  majority  of  cases  reported  are  women  for  it 
was  necessary  to  eliminate  the  undetermined  influence  of-  the  tobacco 
stimulus,  which  has  curtailed  the  work,  to  a  certain  extent,  among  the 
men.  Only  typical  cases  of  caries  and  of  immunity  were  chosen.  The 
reports  are  in  terms  of  cubic  centimeters  of  two-hundredth  normal 
solutions  and  are  based  on  10  cc.  of  saliva  as  sample. 

In  these  tests,  as  well  as  in  those  previously  reported,  the  exact 
B*  ion  concentration  in  the  sahva  is  not  the  determination  which  is 
sought.  What  is  measured  is  a  quite  different  quantity  and  one  which 
is  probably  much  less  subject  to  adventitious  variation,  namely,  the 
power  of  the  saliva  to  maiiUain  its  if+  ton  concentration  tieca"  to  that  of 
neiUTality.  We  determine,  by  means  of  arbitrarily  chosen  indicators, 
corresponding  to  arbitrarily  chosen  H**"  ion  concentrations,  on  either 
side  of  absolute  neutrality,  the  amount  of  reagent  (acid  or  alkali) 
required  to  change  the  H^  ion  concentration  of  the  saliva  from  the 
one  arbitrarily  selected  value  to  the  other.  The  greater  this  amount 
the  greater  is  the  power  of  the  saliva  to  maintain  an  H+  ion  concen- 
tration which  lies  between  these  limits  in  the  neighborhood  of  absolute 
neutrality.  The  quantity  thus  determined  is,  therefore,  correctly  to 
be  regarded  as  a  measure  of  the  "neutraliiing  power"  of  the  saliva. 
The  salivary  factor  is  the  ratio  of  the  neutralizing  power  of  the  normal 
resting  saliva  to  that  of  the  saliva  activated  by  chewing  paraffin, 
expressed  in  percentage. 

In  table  1  is  given  the  results  of  analyses  from  those  patients  whose 
teeth  were  at  the  time  free  from  caries  and  who  were  denoted  as  possess- 
ing present  immunity.  It  will  be  observed  that  the  salivary  factor  is 
below  80  per  cent  and  therefore,  indicative  throughout  of  this  con- 
dition. A  peculiar  fact,  which  has  been  brought  out  in  this  series  of 
tests,  is,  that  in  over  42  per  cent  of  the  ca.ses,  the  activated  saliva  was 
alkaline,  instead  of  acid,  to  phenoiphthalein.     In  the  reporting  of  these 
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27.25 
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17.55 

5.30 

22.85 

48-20 

-3.60  alk. 

44.60 

51.23 

analyses,  the  alkalinity,  as  indicated  by  a  minus  sign,  has  been  de- 
ducted, for  the  determination  of  the  neutralizing  power,  from  the 
alkalinity  as  found  with  para-nitro-phenol.  This  alkalinity  to  phenol- 
phthalein  appears  to  be  irrespective  of  oral  conditions  as  it  was  found 
in  both  caries  and  immunity. 

Id  table  2,  the  tabulations  are  compiled  from  analyses  of  the  saliva 
found  associated  with  dental  caries.  According  to  the  reporiis  pre- 
viously made  upon  the  normal  individual,  the  salivary  factor  should  be 
above  80  per  cent.  These  findings  are  again  confirmed  in  the  follow- 
ing figures.  It  will  likewise  again  be  noted  that  there  is  a  marked  lack 
of  uniformity  in  the  acidity  determinations,  but  in  spite  of  this  irregu- 
larity, however,  the  saUvary  factor  remains  remarkably  constant. 

In.the  case  of  a  cretin,  patient  B-26,  two  separate  analyses  are  pven. 
The  variation  of  a  little  over  5  per  cent  may  be  considered  as  within 
the  limits  of  the  experimental  error;  for  the  neutralizing  power  of  both 
normal  resting  saliva  and  activated  saliva  checks  to  within  2  per  cent. 
This  patient  was  a  man  sixty  years  old  and  an  inmate  since  1881.  The 
bony  development  in  this  particular  case  is  noteworthy.  The  zygoma, 
mandible,  and  mastoid  process  are  sensitive  to  pressure.    About  an 
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TABLE  1 
Demenlia  praecox 
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S.60 


inch  anteriorly  from  tbe  angle  of  the  mandible  there  is  a  pecuHar  hard 
growth  outward  which  appeara  to  be  attached  to  the  remainder  of  tbe 
mandible  by  cartilage.     The  rate  of  salivary  flow  is  apparently  normal. 

The  next  series  of  tables  are  compiled  from  data  obtained  from  epilep- 
tics. In  these  cases  the  degree  of  acidity  of  the  activated  saliva  is 
especially  significant.  Patient  C-30,  table  3,  shows,  for  example,  an 
acidity  of  the  normal  resting  saliva  of  2.65  cc.  50^  NaOH  and  the  acti- 
vated sample,  instead  of  being  of  a  lesser  degree  of  acidity  has  increased 
to  3.30  cc.  This  is  contrary  to  other  observations  that  the  acidity  of 
the  activated  saliva  is  less  than  that  of  the  normal  resting  saliva.  In 
fact  there  is  a  very  evident  lack  of  uniformity  in  the  acidity  determina- 
tions in  the  work  on  dementia  praecox  and  epilepsy,  as  compared  with 
like  determinations  made  on  samples  from  the  normal  individual. 

In  table  4  are  data  from  patients  which  show  a  comparison  between 
the  analyses  of  saliva  taken  during  an  epileptic  seizure,  with  those 
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taken  during  a  quiet  period.  In  the  case  of  C-27  the  first  sample  was 
taken  five  hours  after  a  seizure  and  the  second,  two  hours  later  at  the 
time  of  a  seiTure.  The  acidity,  in  the  first  instance,  of  the  activated 
saliva,  is  1.40  cc.  ^^s  NaOH,  and  in  the  second  has  increased  to  27.80 
cc.  In  the  case  of  patient  C-32  the  first  sample  was  taken  three  days 
after  a  severe  seizure.  Two  days  later  a  second  sample  was  obtained 
during  a  convulsion.  In  this  instance  also  is  noted  a  marked  increase 
of  acidity  in  the  second  sample.  Coexistent  with  this  increase  there 
is  a  corresponding  decrease  in  the  alkalinity  which  tends  to  render  con- 
stant, within  the  variation  of  the  experimental  error,  the  total  neutral- 
izing power  of  this  activated  sample.  • 

In  tabic  5  patients  C-28,  C-29,  033,  C-35,  C-46,  and  C-53  all  present 
the  same  characteristics  as  previously  noted.  Another  interesting 
point  brought  out  by  these  experiments  is  the  fact  that  the  saliva 
regained  its  "nonnality"in  twenty  to  thirty  minutes  after  all  symptoms 
of  the  seizure  subsided.  Patient  C-40,  an  example  of  this,  is  reported 
below.  The  patient  wore  artificial  dentures  and  the  clinical  conditions, 
therefore,  could  not  be  determined. 

The  results  of  the  analyses  are  as  follows; 
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The  second  sample  was  secured  twenty  minutes  after  the  seizure  sub- 
sided. In  this  case  the  amount  of  saliva  secreted  at  the  time  of  the 
contfulsion  was  too  scanty  to  obtain  a  sample.  This  patient,  a  woman 
thirty-seven  years  of  age,  single,  has  been  an  epileptic  for  the  past  four 
years.  It  will  be  noted  that  the  salivary  factor  varies  less  than  1  per 
cent  which  may  be  considered  an  unusually  exact  check  for  in  the 
majority  of  cases  the  most  careful  analytical  work  will  generally  admit 
of  no  closer  agreement  than  5  per  cent.  The  relatively  high  alkalinity 
to  phenolphthalein,  of  the  activated  sample  in  second  test,  as  shown 
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by  the  minus  sign,  does  not  markedly  alter  the  relationship  of  the  nor- 
mal resting  saliva  to  the  activated  saliva,  for  the  neutralizing  power, 
as  determined  separately  has  been  maintained  constant  to  within  a 
relatively  small  variatioD. 

Consider  these  data  from  a' pbysiolc^cal  standpoint.  Tbe  muscular 
convulsions  incident  with  an  epileptic  seizure  of  the  severe  type,  re- 
ferred to  by  Cteler  (2),  as  the  grand  mat,  in  contradistinction  to  the 
petit  mal,  in  which  the  convulsions  are  very  much  less  marked,  increase 
the  formation,  in  the  tissue,  of  the  oxidative  resultant,  namely,  the  para- 
lactic  acid.  Halliburton  (3)  in  discussing  the  chemistry  of  muscle 
during  work  says  that  "It  (para-lactic  or  sarco-lactic  acid)  is  the  lactic 
acid  par  excellence  of  muscle.  It  is  found  also  in  the  blood  especially 
after  muscular  activity."  Although  some  authors  discuss  at  great 
length  the  probabihty  of  the  proteid  ori^  of  lactic  acid  as  for  instance 
Bohm  (4),  Latham  (5),  Araki  (6)  and  Hammersten  (7)  the  consensus  of 
opinion  favors  the  glycogen  theory.  Both  Halliburton  (3)  and  Howell 
(8)  assume  that  the  stored  glycop^n  of  muscle  is  first  converted  to  dex- 
trose by  the  action  of  an  amyloljrtic  enzyme  and  then  the  dextrose  is 
split  according  to  followii^: 

CJEIuO,  =  2CjH^,  and  finally  to  COj  and  H,0 

Since  the  genesis  of  the  secretion  of  the  salivary  glands  is  in  the 
blood  (Halliburton)  (0)  it  follows  that  the  increased  acidity  of  the 
saliva,  produced  dicing  a  seizure,  is  due  to  the  corresponding  increase 
of  acidity  in  the  blood  resulting  indirectly  from  the  muscular  work. 


1 .  That  the  neutralizing  power  of  the  saUva  secreted  by  individuals 
suffering  from  dementia  praecox  bears  a  definite  relationship  to  oral 
conditions. 

2.  That  this  relationship  is  the  same  as  that  observed  in  the  normal 
individual. 

3.  That  the  neutralizing  power  of  the  saliva  secreted  by  individuals 
suffering  from  epilepsy  shows  the  same  relationship  to  all  conditions. 

4.  That  during  the  time  of  muscular  activity  incident  to  an  epileptic 
seizure  the  acidity  of  the  saliva  is  markedly  increased. 

5.  That  the  aikalinUy  of  saliva  produced  during  this  period  of  stress 
is  correspondingly  lowered  thus  holding  constant  its  total  neutralizing 
power. 

6.  That  the  normality  of  the  saliva  is  regained  within  thirty  minutes 
after  symptoms  of  the  seizure  have  subsided. 
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In  our  last  commuDication  upon  the  physiology  of  organ  eztract8(l) 
we  summarized  the  results  of  our  previous  experiments.  We  found 
that  the  non-coagulable,  or  residue,  portion  of  the  aqueous  extract  of 
certain  organs  seemed  to  contain  all  of  the  material  which  showed 
demonstrable  physiological  activity.  The  residues  of  the  pituitary, 
pineal,  thyroid,  parathyroid,  thymus  and  adrenal  glands,  and  of  the 
liver,  spleen  and  pancreas  seemed  each  to  exert  a  characteristic  effect 
upon  the  blood  pressure,  respiration  and  heart  action  (2)  and  upon  the 
contraction  of  unstriated  muscle  fibre  (3).  The  action  of  the  residues 
upon  unstriated  muscle  fibre  seemed  to  be  exerted  through  the  terminal 
filaments  of  the  nerve  supply  of  the  muscles.  The  residue  or  non- 
coagulable  portion  of  some  of  these  extracts  seemed  also  to  have  a  more 
or  less  specific  effect  upon  the  gastric  secretion,  and  the  thyroid  residue 
proved  in  addition  to  be  a  vigorous  stimulant  of  gastric  peristalsis  (1). 

The  following  communication  deals  with  the  effects  of  the  coagulable 
and  non-cof^^ulable,  or  residue,  portions  of  aqueous  extracts  of  organs 
upon  the  flow  of  pancreatic  secretion.  Dogs  were  employed  for  the 
tests,  and  females  were  found,  as  a  rule,  to  be  more  easily  handled  than 
males. 

The  lower  and  larger  pancreatic  duct,  or  that  of  Wirsing,  was  cut 
out  of  the  wall  of  the  duodenum,  together  with  a  small  portion  of  the 
surrounding  gut,  and  sutured  into  a  median  laparotomy  wound.  After 
healing  had  ensued,  the  dog  was  placed  in  a  frame,  and  the  flow  of 
pancreatic  juice  from  the  fistula  was  estimated  by  counting  the  drops 
during  five  minute  periods.  The  normal  average  flow  per  minute  was 
thus  determined  during  fifteen  minutes.  No  food  was  given  to  the 
12 
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aoimal  for  twelve  hours  before  the  experiment  and  none  immediately 
afterwards. 

The  test  material  was  standardized  according  to  its  nitrogen  content, 
and  equal  amounts  were  injected  aseptically  into  the  subcutaneous 
tissue  of  the  back  or  loin. 

After  having  determined  the  normal  flow,  the  injection  of  the  test 
material  was  made  and  the  drops  from  the  fistula  during  many  succeed- 
ing five  minute  periods  were  counted  and  recorded  as  in  the  table. 
Some  ten  or  a  dozen  animals  were  employed  and  the  table  which  give 
the  record  of  an  individual  animal  is  typical  of  the  results  obtained. 

In  the  course  of  these  experiments  it  was  apparent  that  external 
conditions  or  impulses,  which  presumably  originating  in  the  central 
nervous  system,  had  a  considerable  influence  upon  the  rate  of  flow  from 
the  fistula.  Any  excitement  of  the  animal  seemed  to  check  the  dis- 
chaise  immediately.  This  factor  made  the  experiments  somewhat 
unsatisfactory,  but  the  results  appeared  to  be  of  sufficient  interest  to 
warrant  their  publication.  It  is  well  recognized  that  an  increase  of 
the  gastric  secretion,  and  especial,  of  its  hydrochloric  acid,  stimulates 
the  flow  of  pancreatic  secretion.  In  our  last  communication  in  this 
series  (1)  we  demonstrated  that  the  residues  or  non-coagulable  portions 
of  an  aqueous  extract  of  the  thyroid  and  parathyroid  glands  and  of 
the  liver,  pancreas  and  spleen  increased  both  the  amount  and  the 
acidity  of  the  gastric  secretion.  In  the  following  table  it  will  be  noted 
that  the  residue  of  the  parathyroid  gland  and  of  the  spleen  and  pan- 
creas, although  they  stimulate  gastric  secretion,  do  not  stimulate  that 
of  the  pancreas.  The  thymus  residue  did  not  appreciably  increase 
flow  of  gastric  secretion,  but  was  a  most  vigorous  stimulant  of  the  flow 
from  the  pancreas.  The  liver  residue  proved  to  be  a  most  active 
stimulant  for  both  the  gastric  and  pancreatic  secretion.  But  it  stimu- 
lates the  pancreas  so  soon  after  the  injection  that  the  effect  seems  the 
result  of  a  direct  action  rather  than  throi^  the  increase  of  a  secretion 
of  hydrochloric  acid. 

The  delayed  stimulant  effect  of  the  thyroid  residue  suggests  that  it 
may  be  indirect,  and  secondary  to  the  gastric  mechanism.  On  the 
other  hand  the  similar  delayed  effect  of  the  thymus  residue  which 
does  not  appreciably  increase  the  gastric  secretion  suggests  that  the 
thymus  residue  may  act  directly  upon  the  pancreas.  The  adrenal 
residue  inhibits  the  flow  of  the  pancreatic  secretion.  The  effects  of 
the  adrenal  residue  are  approximately  the  same  as  those  of  the  usual 
1: 1000  solution  of  adrenalin  chloride. 


d  by  Google 


1,  J.   H.   RAilE,  0.   S.    FAWCBTT,  Q.   S.   HACEBTT 


„,n^.«T,,^^ 

OOOWMr-^W^iOttO-OdOa-OOaOPJIDOO  —  OOSOOJ 

'■HIRtBlOeMlMOaa 

■SKtU  I  Bl«l  Ml  HOaa 

*               5 

■BK«<1  usiiiiHtna 

s                  s 

■"""  4  "WI  "I  wo«o 

s        a        5 

■mm  J  u«i  Ki  Hoaa 

!5            S            S 

■«,-,«,,  «.«o,» 

SS              S             8! 

wnK  I  BMi  HI  uoaa 

SIS 

■mm  g  Hiji  Ni  umd 

R     -     3          s           -     " 

-«,H,HHI«."o.« 

S    =    !;          s          -    ■* 

iHinsmiKiMOia 

E-S           S-->-           8S 

.«,HSH^,K.«o,a 

'=3S'-^      =      '**-'2» 

'U.tKiR^><iuo.a|         "Sg^SS^^-^SS                        1 

».miHKK.»»<. 

'    s    s    -    s    a    -=-    8    2    »    " 

-BMiniHi^Niuoaa 

-     2     R     "     B     =     ~E-     8     2     2- 

^mi.«Kiuo»i 

»    a    s    =    =    2    '-sa    B    s    3    " 

•NmiHi^Kiuoaa 

-«Mmtu»u.uo.a 

■,H«,a„-.«,««         "-2£it2a2-g32:?;2S  =  ^Si£2-      "2S| 

■NlHtaKIiaMOKI 

"■'>-2  =  2*2t«222S222»S'°S2S22S 

-.Hm,»|'"«'0-i 

->      «-*      =      =''aB2'"S!222S-2aSS  =  * 

g      g       g       1       g       §      g       g       g      g       g       1      1 

1  1  1  .1  1  .i  1  .i  .1  1  I  1  i 

1  s  Is  ii  |i  |i  i'i  |i  is  |i  |i  ii  |i  is 

1  till  tlllll .  1 

III  i  III  1 II 1 1  1. 

dbyGooi^le 


EFFECTS   OF   ORGAN    EXTRACTS   ON   PANCREATIC   SECRETION  15 

All  of  these  results  agree  witb  those  previously  obtained  in  localizing 
the  active  principles  of  any  organ  in  the  non-coagulable  or  residue 
fraction  portion  of  its  aqueous  extract. 

CONCLUSIONS 

1.  The  effect  of  the  subcutaneous  injection  in  dogs  of  the  residue, 
or  non-coagulable  portion,  of  an  aqueous  extract  of  the  liver  is  the 
immediate  and  vigorous  stimulation  of  the  external  secretion  of  the 
pancreas. 

2.  The  residues  of  the  thyroid  and  thymus  produce  a  somewhat 
less  vigorous  and  later  response. 

3.  The  residues  of  the  pituitary  and  parathyroid  glands  and  of  the 
spleen  and  pancreas  are  inert. 

4.  The  residue  of  the  adrenal  gland,  like  adrenalin,  vigorously  in- 
hibits the  intestinal  secretion  of  the  pancreas. 

5.  Only  the  residue  or  non-coagulable  portion  of  an  aqueous  extract 
of  the  above  mentioned  orgais  shows  any  appreciable  effect  upon  the 
ii^testinal  secrebion  of  the  pancreas. 

6.  From  these,  and  from  the  tests  previously  reported,  we  conclude 
that  the  residue  or  non-coagulable  portion  of  an  aqueous  extract  of  the 
pituitary,  pineal,  parathyroid,  thymus  and  adrenal  glands  and  of  the 
liver,  spleen  and  pancreas  contains  practically  all  of  the  material  from 
each  of  these  organs  which  can  directly  and  immediately  affect  through 
the  circulation  the  functional  activity  of  any  other  organ. 
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ACCELERATION  OF  GROWTH  AFTER  RETARDATION' 
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In  studying  the  curves  of  growth  of  a  considerable  number  of  albino 
rats  in  which,  for  a  diversity  of  reasons,  growth  had  been  inhibited  for 
varying  periods,  we  have  been  impressed  by  the  unexpectedly  acceler- 
ated rate  at  which  the  increment  of  body  weight  may  be  resumed  when 
the  conditions  are  favorable.  The  circumstances  preceding  the  re- 
'  newal  of  growth  in  these  instances  were  not  directly  comparable  with 
those  determining  the  rapid  increase  in  weight  that  follows  consider- 
able depletion  of  the  body  substance.  We  have  already  published 
illustrative  charts  showing  "curves  of  repair"  after  a  considerable 
decline  in  body  weight  due  to  feeding  with  a  defective  diet  (1).  They 
indicate  that  under  suitable  dietary  conditions  lost  weight  may  be  re- 
gained far  more  rapidly  than  during  normal  growth  through  the  ^ame 
range  of  body  weight.  It  was  pointed  out  in  our  earlier  publicd.tion 
that  the  chemical  or  metabolic  processes  of  repair  are  probably  by  no 
means  identical  with  growth.  They  may  not  involve  the  destruction 
and  resynthesis  of  an  entire  protein  molecule  or  of  the  entire  proto- 
plasmic cell  structure.  It  is,  furthermore,  a  familiar  fact  that  repair 
or  recuperation  can  take  place  at  all  ages,  even  after  the  completion  of 
ordinary  growth  in  the  individual.  The  series  of  observations  at  pre- 
sent under  consideration  concern  the  weight  changes  subsequent  to 
a  more  or  less  prolonged  interruption  of  growth  without  any  significant 
decline  in  body  weight.' 

'  The  expense  of  this  investigation  were  shared  by  the  Connecticut  Agricultural 
Bjcperiment  Station  and  the  Carnegie  Institution  of  Washington,  D.  C. 

*  Rat  2523cf  farmB  an  exception  tn  that  it  had  declined  7S  grama  from  a  body 
weight  of  263  grams  at  a  period  considerably  before  the  resumption  of  growth, 
The  first  rapid  increase  in  weight  in  this  animal  thus  in  part  includes  a  period  of  ' 
"  repair." 
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ACCELERATION    OP  QBOWTH   AFTER   RETARDATION  17 

It  has  been  shown  that  the  capacity  to  grow  can  be  retained  and 
exercised  at  periods  far  beyond  the  ^e  at  which  growth  ordinarily 
ceases  (2).  There  seems  to  be  no  necessary  Impairment  of  the  indi- 
vidual with  respect  to  the  ability  subsequently  to  reach  the  full  size 
characteristic  of  the  species.  Already  in  an  earlier  paper  (2)  it  was 
noted  that  the  rate  at  which  growth  is  resumed  after  these  prolonged 
delays  need  not  be  slow,  and  frequently  actually  exceeds  the  usual 


Anomalies  of  growth  expressed  by  an  ex^gerated  rate  of  growth 
are  among  the  rarities  of  physiology.  In  referring  to  instances  in  the 
pathology  of  infancy  Schloss  writes: 

Was  von  excessiver  Massenzunahme  dem  ]\liniker  h&ufigcr  vor  Augen  kommt, 
Bind  die  Falle,  bei  denen  nach  vorausgeKangenein  tiiagereii  Gewiclitsstillstuid, 
sei  ea  durch  Inanition,  aei  ea  durch  Storungen  der  Entwicklung  info^e  vod 
HuBsereo  Schadigungen,  das  versiLumte  Wachatum  schnell  nachgeholt  wird. 
Aber  hier  iat  cs  fraglich,  ob  es  sich  um  wirklichea  Neuwachstum,  also  um  eine 
enorme  BeschleuniguDg  der  Zellteilung  und  MasBeoablageruDg  handelt;  w&br- 
acheinlich  ist  wahrenddesvorausgeKangenenEntwiokluogsstillstaodeB  ein  grosser 
Teil  der  Wachstumaarbeit  achon  getan,  so  daas  nur  noch  die  atoffliche  Aoafiil- 
lung  des  Vorgebildeten  Ubrig  bliebe.  In  dem  letzteren  wahracheinlicheren  Fall 
geh6rte  diese  Art  'Nachwaohstum'  zti  den  progressiven  Korrelationastdningen  (3) . 

In  other  words  whenever  the  growth  of  an  entire  organism  as  well  as 
that  of  individual  organs  is  modified  in  the  sense  of  acceleration,  this 
usually  involves  the  reversal  or  return  of  a  morbid  condition  to  the 
normal.  Further  indications  of  the  wide-spread  uncertainty  regarding 
the  effects  of  retardations  of  growth  have  been  expressed  by  Rubner, 
as  follows:  "We  really  do  not  know  whether  nature  demands  an  ab- 
solutely uniform  daily  growth  or  whether  remissions  are  permissible 
or  perhaps  even  advantageous  (4)." 

In  the  case  of  children  Boas  (5)  has  reported  that  retarded  individuals 
possess  a  late  acceleration  of  growth.  His  statistical  analyses  show 
"that  individuals  whose  prepubertal  accelerated  growth  begins  late  in 
life  have  rates  of  growth  that  exceed  by  far  those  of  the  normal  individ- 
ual; in  other  words,  that  among  the  retarded  individuals  the  whole 
energy  required  for  growth  is  expended  in  a  very  brief  period,"  Boas 
adds :  "  It  seems  very  likely  that  the  abnormally  large  amount  of  energy 
expended  upon  rapid  growth  during  a  short  period  is  an  unfavorable 
element  in  the  individual  development." 

Schapiro  (6)  has  found  that  if  young  kittens  were  chloroformed  twice 
a  day  their  growth  was  retarded  in  comparison  with  normal  control 
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18  THOUAB    B.    OBBORNE   AND   IiAFATHTTE   B.   HBNSaL 

animals.  However,  on  stoppf^  of  the  chloroform  treatment,  the 
greater  rapidity  of  growth  during  an  after  period  fully  compensated 
for  the  earlier  delay  in  development. 

Quite  recently  Stewart  (7)  has  reported  the  results  of  refeeding  upon 
the  growth  of  the  body  and  <tf  various  organs  of  young  albino  rats  after 
inanition  for  various  periods.  The  growth  in  body  weight  of  the  rats 
refed  after  maintenance  for  various  periods  averaged  considerably 
higher  for  some  time  than  the  normal  for  (younger)  controls  of  the 
same  body  weight.  Thus  the  stunted  rats  on  refeeding  were  able  to  * 
overtake  the  full-fed  controls  before  the  end  of  the  normal  growth 
period. 

Hie  accompanying  tabular  summary  presents  statistics  of  the  ac- 
celerated growth  which  we  have  observed  in  illustrative  instances. 
The  "normal"  %ures  for  the  average  body  weight  at  different  ages 
and  sexes  in  albino  rats  are  taken  for  comparison  from  the  most  recent 
compilation  of  Dr.  King  (8)  at  the  Wistar  Institute.  The  retardation 
of  growth  was  brought  about  in  a  variety  of  ways  in  the  individual 
animals:  sometimes  intentionally,  by  the  character  of  the  diet  fed; 
sometimes  incideotally  as  the  result  of  a  failure  on  the  part  of  the 
animals  to  eat  enough  of  a  supposedly  adequate  ration.  Only  those 
increments  of  size  beyond  the  maximum  weight  previous  to  the  re- 
sumption of  growth  are  included  in  the  figures  recorded. 

A  few  typical  records  are  further  illustrated  in  the  appended  graphic 
charts.  These,  as  well  as  the  summarized  data,  are  practically  self 
explanatory.  An  illustrative  case  may,  however,  be  cited  in  detail  to 
emphasize  some  of  the  points  involved.  Rat  2339  9  (see  Chart  I 
Appendix),  for  example,  was  maintained  for  some  time  without  growth 
at  a  weight  of  about  100  grams  until  the  late  age  of  402  days.  At  this 
age  female  rats  (according  to  Dr.  King's  averages)  weigh  220  grams. 
Growth  was  now  resumed  at  an  enormously  exaggerated  rate,  so  that 
the  rat  put  on  112  grams  and  reached  a  weight  of  216  grams  in  S6  days. 
The  normal  growth  from  104  to  216  grams  in  female  rats  ordinarily 
requires  233  days.  The  record  of  Rat  2598cf  (see  Chart  II,  Appendix) 
likewise  may  be  cited,  from  among  many  others.  It  shows  a  gain  of 
160  grams  in  body  weight  in  36  days  at  a  size  which  normally  requires 
considerably  more  than  two  hundred  days  for  the  same  growth  ac- 
complishment. These  are  merely  typical  casee.  It  will  be  observed 
that  where  the  resumption  begins  early  enough,  these  rapidly  growing 
animjilR  overtake  the  average  growth  record  before  growth  is  completed. 
There  is  also  a  tendency  to  reach  a  size  decidedly  larger  than  the  aver- 
age for  this  species. 
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Summary  of  ehanget  in  body  weight  tn  aOiino  rait  aAotmnf)  on  aceelerattd  rale  of 
growth  after  retardation 
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'  See  Chart  I,  Appendix. 
»  S»e  Chart  II,  Appendix. 

•  See  Chart  VI,  Jour.  Biol.  Chem,,  1913,  kt,  325. 

•  See  Chart  I,  Ibid.,  xvi,  433. 

'  See  Chart  I,  Ibid.,  1914,  zriii,  104. 

•  See  figure  5,  Ibid.,  1915,  xxiii,  454. 

Although  these  curves  of  "resumed  growth"  are  ueually  far  more 
"steep"'  than  the  normal  curve  of  growth  appears  at  any  stage  of  ite 
progress,  the  actual  -perceniage  increment  is  nowhere  as  large  as  is  found 
in  the  earliest  period  of  normal  growth  (9).  Nevertheless  the  power  of 
growth  measured  by  the  percentage  rather  than  absolute  increments 
of  weight  is  decidedly  greater  than  is  ordinarily  noted  at  the  same 
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size  in  uninterrupted  growth.  The  daily  increments  during  "resumed 
growth"  after  the  age  of  100  days  may  equal 4  per  cent,  whereas  nor- 
mally they  rarely  exceed  1  per  cent. 

The  ability  of  the  individual  to  make  exceptionally  rapid  gains  of 
weight  after  a  period  of  enforced  maintenance  without  growth  raises 
questions  of  broader  biological  interest.  What  has  time  accomplished 
in  the  interval  of  unchanged  total  body  weight?  Have  developmental 
changes  or  cellular  rearrangements  proceeded?  Have  some  of  the  cells 
(perhaps  those  of  certain  endocrine  glands)  advanced  in  their  devel- 
opment more  nearly  normally  than  the  great  mass  of  the  tissues?  If 
so,  they  might  exert  an  undue  stimulus  upon  the  energy  transformations 
leading  to  growth.  Stewart  (7)  has  pointed  out  that  there  are  vari- 
ations in  the  relative  weights  of  different  viscera  during  maintenance 
without  growth.  The  weight  of  some  (including  the  hypophysis, 
testes  and  suprarenals)  is  even  said  to  increase  imder  such  conditions. 
The  explanation  of  the  recorded  phenomena  of  an  (exaggerated  rate  of 
growth  after  suppression  of  growth  calls  for  elaborate  histological  stud- 
ies of  the  important  tissues  during  these  periods  of  exceptional  change. 


Records  are  presented  to  show  that  after  periods  of  suppres^on  of 
growth,  even  without  loss  of  body  weight,  grirwth  may  proceed  ai  an 
exaggerated  rate  for  a  considerable  period.  This  is  regarded  as  some- 
thing apart  from  the  rapid  gains  of  weight  in  the  repair  or  recuperation 
of  tissue  actually  lost.  Despite  failure  to  grow  for  some  time  the 
average  normal  size  may  thus  be  regained  before  the  asual  period  of 
growth  is  ended. 
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EVIDENCE  THAT  THE  ACTIVE  PRINCIPLE  OF  THE  RETRO- 
PERITONEAL CHROMAPHIL  TISSUE  HAS  THE  SAME 
PHYSIOLOGICAL  ACTION  AS  THE  ACTIVE  PRINCIPLE 
OF  THE  SUPRARENAL  GLANDS 

M.  E.  FULK  ATO  J.  J.  R.  MACLEOD 

From  the  Phytiotofficat  Laboratory,  WetUm  Reserve  University 

Reoeived  for  publication  January  10,  1915 

INTRODUCTION 

FnHU  the  large  unoimt  of  work  done  on  the  chromaphil  system, 
Vincent  (1)  concludes  that  all  cfaromaphil  tissue,  whether  contained 
in  the  suprarenal  gland  or  not,  yields  adrenia,  or  a  substance  having  a 
similar  pharmacodynamical  action,  and  states  that  this  conclusion  is 
based  upon  the  provisional  assumption  that  chromaphil  tissues  are 
specific  in  their  nature,  and  everywhere  of  the  same  essential  char- 
acter. In  support  of  this  hypothesis  Biedl  and  Weisel  have  shown  that 
extracts  of  the  retn>{)eritoneal  tissues  in  man  have  the  same  effect  on 
arterial  blood  pressure  as  extracts  of  the  suprarenal  glands.  The 
hypothesis  has  not,  however,  been  tested  by  the  more  exact  methods 
which  have  been  developed  during  recent  years,  and  it  was  with  this 
object  in  view  that  the  present  investigation  was  undertaken. 


The  pharmacodynamical  tests  employed  have  been  those  advocated 
by  G.  N.  Stewart  (2),  namely,  the  action  on  the  spontaneous  contrac- 
tions of  the  isolated  intestinal  muscle  and  on  the  tone  and  contrac- 
tions of  the  virgin  uterus  of  the  rabbit.  An  inhibition  of  the  former, 
along  with  an  augmentation  of  the  latter,  was  taken  as  positive  evi- 
doice  of  the  presence  of  epinephrin.  As  was  shown  by  Stewart,  the 
occurrence  of  these  opposite  effects  entirely  removes  any  doubt  which 
mi^t  otherwise  be  raised  when  one  physiological  action  alone  is  em- 
I^oyed;  it  eliminates  any  confusion  that  might  arise  on  account  of  the 
presence  of  proteins  or  other  pressor  or  depressor  substances  in  the 
extracts. 


d  by  Google 


22  it.   E.    FULK  AND  J.   J.   B.   HA.CI.EOD 

Two  similar  muscle  chambers  of  glass,  one  with  a  capacity  of  50  ec, 
the  other  of  30  cc.,  were  used  for  the  intestinal  and  uterine  preparations 
respectively.  The  lower  end  of  the  muscle  chambers  extended  down- 
wards through  the  vessel  used  as  a  waterbath.  Two  email  capillary 
glass  tubes  were  fastened  in  the  lower  end  of  each  of  the  muscle  cham- 
bers. One  of  the  tubes  was  connected  by  rubber  tubing  to  the  oxygen 
tank.  Throi^h  this  tube  very  small  bubbles  of  oxygiai  were  allowed  to 
escape  into  the  solution.  The  other  tube  served  as  an  outlet  for  with- 
drawing the  solution  contained  in  the  chamber.  In  this  way  it  was 
possible  to  change  the  fluids  in  the  chambers  with  very  little  mechanical 
interference  with  the  action  of  the  muscle  preparations.  TTie  prepa- 
rations of  intestine  and  uterus  were  quickly  removed  from  the  same 
(non-pregnant)  rabbit. 

The  difficulty  of  detecting  epinephiin  in  extracts  of  the  retro-peri- 
toneal chromaphil  tissue  is  greatly  enhanced  by  the  fact  that  the  [m>- 
tein  of  these  extracts  exerts  a  marked  influence  on  the  movements  of 
the  intestine  and  uterus.  Protein  causes  a  great  increase  in  the  tone 
of  both  muscle  preparations.  In  the  case  of  the  intestine  the  epi- 
nephrin  inhibition  must  overcome  the  pressor  effects  of  the  proteins 
present  before  it  can  manifest  itself.  In  the  case  of  the  uterus,  epi- 
nephriu  causes  an  augmentation  and  acceleration  of  the  uterine  muscle; 
BO  also  does  protein. 

In  obtaining  the  retro-peritoneal  chromaphil  tissue  for  the  phyaio- 
If^ical  test,  an  attempt  was  made  to  get  as  much  of  the  tissue  as  pos- 
sible. The  suprarenal  glands  were  first  carefully  dissected  out.  The 
kidneys  were  next  excised  and  discarded,  care  being  taken  to  cut  the 
blood  vessels  as  near  the  organ  as  possible,  as  the  chromaphil  tissue  is 
regularly  found  in  the  renal  plexus.  A  small  piece  of  tissue  about  a 
centimeter  in  length  was  next  removed  to  serve  as  a  histological  check. 
'Vhe  reminder  of  the  abdominal  aorta  and  surrounding  tissues  was 
carefully  dissected  out.  llie  suprarenal  glands  and  this  retro-peri- 
toneal tissue,  with  the  exception  of  the  above  histological  check,  were, 
upon  excision,  washed  free  from  blood  and  placed  in  the  extracting 
solution. 

In  the  earlier  attempts  the  extracting  solution  consisted  of  Binger'tf 
solution,  but  it  was  soon  found  that  the  larger  percentage  of  protein 
and  the  rapid  oxidation  of  epinephrin  rendered  the  results  very  un- 
certain. 

The  method  that  was  found  to  eliminate  the  source  of  error  most 
satisfactorily  was  a  modification  of  that  which  Folin,  Cannon  and 
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Denis  (S)  employed  for  the  ohemieal  assaying  of  the  epinephrin  in 
the  suprarenal  glands.  The  suprarenal  glands  and  the  retro-^ritoneal 
tissues  were  put  into  separate  beakers  containing  10  cc.  of  a  tt  HCl 
solution  plus  a  few  cubic  centimeters  of  distilled  water.  The  tissue 
was  then  finely  minced  and  macerated  with  sand  in  a  mortar,  after 
which  the  extract  was  transferred  to  a  beaker  with  the  addition  of  a 
few  cubic  centimeters  of  water  and  slowly  brought  to  boiling.  The 
extract  was  then  e]q>ressed  through  surgical  gause  to  separate  the  sand 
and  larger  parts  of  tissue  from  it.  The  precipitate  was  again  extracted 
with  5  oc.  of  jV  HCl  and  a  few  cubic  centimeters  of  distilled  water. 
The  filtrates  were  then  poured  together  and  the  total  volume  of  ex- 
tract brought  to  40  cc.  by  the  addition  of  more  distilled  water.  The 
total  extract  was  again  brought  to  boiling,  when  5  cc.  of  a  10  per  cent 
solution  of  sodium  acetate  was  added  and  the  boiling  continued  for  a 
few  minutes,  after  which  the  material  was  filtered.  The  extract  of 
each  tissue  was  then  trassferred  to  stoppered  flasks  in  the  waterbatli 
until  ready  for  use.  The  best  results  were  obtained  by  neutrahzing 
the  extract  (towards  litmus)  with  a  10  per  cent  solution  of  sodium 
carbonate  before  applying  it  to  the  muscle  preparation. 


For  convenience  the  resultfl  are  presented  in  tabular,form  (table  1) 
a  few  of  the  curves  from  typical  experiments  being  also  given  in  figures 
1,  2  and  3.  It  will  be  unneceBsaiy  here  to  do  more  than  refer  to  the  ■ 
experiments  in  which  the  technique  was  modified,  or  the  results  obtained 
were  out  of  the  usual  run,  or  refer  to  tiaeue  in  which  some  doubt 
has  hitherto  existed  as  to  the  presence  of  chromaphil  tissue. 

Regarding  the  mode  of  preparation  and  the'  optimum  reaction  of  the 
extract,  it  was  found  that  in  extracts  prepared  by  means  of  Ringer's 
solution  from  the  tissues  of  a  dog,  those  of  the  sifprarenal  glands  caused 
inhibition  of  the  movements  of  the  intestinal  muscle  and  augmentation 
and  acceleration  of  the  movements  of  the  uterine  muscle,  whereas 
similar  extracts  of  the  retro-peritoneal  chromaphil  tissue  gave  an  aug- 
mentation followed  by  a  slight  diminution  of  the  movements  of  the 
intestinal  muscle  and  an  augmentation  followed  by  a  diminution  of  the 
uterine  muscle,  both  reactions  being  probably  due  to  protein,  since 
similar  extracts  of  the  thoracic  aorta  and  muscle  tissues  gave  corre- 
sponding results.  It  was  concluded  that  the  epinephrin  had  oxidized 
durit^  the  process  of  extraction  to  such  an  extent  that  the  inhibitory 
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effect  of  the  epinephriu  could  not'  overcome  the  presaor  effect  of  the 
pFOteins  preseot. 

In  all  the  other  observations  on  the  dog,  the  method  of  acid  extractjon 
was  employed  and,  as  shown  in  the  table,  distinct  evidence  of  epineptuin 
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'Extracts  prepared  by  Ringer's  solution. 

+  Under  "Action  on  intestine"  and  "Action  on  uterus"  indicates  positiv 
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—  Indicates  no  epinephrin  reaction. 
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was  obtained  in  the  retro-peritoneal  tissue.  In  similar  extracts  pre- 
pared from  other*  tissues,  such  as  connective  tissue,  thoracic  aorta,  or 
muecle,  no  such  results  were  obtained.  Carefully  prepared  extracts 
of  the  sympathetic  chain  of  ganglia  and  of  the  stellate  ganglia,  removed 
from  several  dogs,  failed  to  give  any  indication  of  epinephrip.  The 
reBuIt  with  the  stellate  ganglia  is  of  interest,  since  chromaffin  cells 


Fig.  2.  To  demonatrate  the  importance  of  using  weak  acid  instead  of  Binger'ti 
solution  in  preparing  the  extracts.  1,  la,  extract  of  supraren&l  gland  made  by 
Ringer's  solution;  8,  fa,  extract  ot  retro-peritoneal  tisaue  of  dog  made  by  Ringer's 
solution;  9,  9a,  extract  of  retro-peritoneal  tissue  of  dog  made  by  weak  acid. 

have  been  found  present  in  them.  Observations  were  made  on  the 
epididymis,  in  which  such  cells  are  also  said  to  be  present  with  nega- 
tive physiological  results.  The  most  striking  results  were  obtained 
when  the  solutions  were  as  nearly  neutral  to  litmus  as  possible  (4). 
They  were,  however,  left  very  slightly  acid  in  ordnr  to  prevent  oxida- 
tion of  the  epinephrin. 
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'  Special  interest  attaches  to  the  observationa  on  the  white  rat,  the 
guinea-pig  and  num.  By  the  macroscopic  method  of  Kohn,  no  chro- 
maffin tissue  can  be  demonstrated  in  the  retro-peritoneal  tissue  of  the 
white  rat  and  guinea^ig, 
although  one  of  us  (M.  E. 
F.)  has  found  it  in  this  posi- 
tion by  the  use  of  the  his- 
tolt^cal  method.  Extracts 
of  these  tissues  gave  strong- 
ly positive  reactions  with 
the  uterine  and  intestinal 
muscle  (fig.  3)  preparations, 
thus  confirming  the  con- 
clusion that  retro-peritoneal 
chromaffin  tissue  is  present 
in  these  animals. 

The  retro-peritoneal  tis-  . 

sue  obtained  from  a  child 
three  weeks  old,  which  had 
died  six  hours  after  opera- 
tive procedure  for  congeni- 
tal hypertrophic  stenosis  of 
the  pylorus,  was  after  four 
days'  time  treated  in  the 
usual  manner.  The  results 
obtained  were  negative, 
probably  because  of  oxida- 
tion of  the  epinephrin  in 
the  tissues  used.  In  the 
case  of  the  retro-peritoneal 
tissue  of  a  man,  the  results 
were  positive.    The  subject 

used   for    this   experiment     ' 

was  forty  years  old,  mature,  '  * 

well-built  and  healthy.     He         ^'S'  3.  To  democstTate  effect  of  acid  extract 

was  injured  in  an  automo-   °L^„*™"^'lw?'  ^"^ "'rM?-  T!  ^'a  ^™* 

bile  accident  and  died  of 

concussion  of  the  brain  four 

days  after  the  injury.     Five  hours  after  his  death,  the  retro-peritoneal 

tissue  and  suprarenal  glands  were  excised  and  placed  in  the  HCl  solu- 


aad  guinea  pig  (5  and  i)  on  inteBtine  and  uterus 

preparations. 
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tioD.  The  tissues  were  munediately  extracted  and  tested,  and  ae  stated 
above  positive  results  were  obtained. 

In  two  instances  where  very  dilute  solutions  of  the  retro-peritoneal 
tissue  extract  were  added  to  the  uterus,  a  purely  inhibitory  effect  was 
observed;  five  times  the  same  dose  which  gave  this  effect  gave  the  usual 
augmentory  result.  Stewart  (2)  observed  that  this  was  true  of  epi- 
nephrin  in  very  dilute  solutions.  In  three  instances  when  the  extracts 
of  retro-peritoneal  tissue  were  added  to  the  intestinal  preparations,  an 
augmentation  and  acceleration  were  noted.  Increased  doses  of  the 
same  extract  produced  the  usual  effect.  Whenever  these  opposite 
effects  were  noted,  the  muscle  preparations  were  always  immediately 
washed  with  Ringer's  solution  uid  allowed  to  return  to  normal,  when 
increased  doses  were  applied.  These  results  are  in  conformity  with 
those  of  Cannon,  Stewart,  Hoskins,  etc.,  who  observed  that  very  dilute 
solutions  of  epinephiin  produce  augmentory  effects  on  the  intestinal 
muscle.  Similar  reversed  effects  of  epinephrin  had  previously  been 
noted  by  Moore  and  Purinton  (5)  in  the  action  on  the  blood  pressure, 
a  f^  instead  of  a  rise  being  obtained  when  very  small  doses  of  epi- 
nephrin extracts  were  administered.  Pari  (6)  found  that  in  freshly 
prepared  extracts  there  is  never  a  lowering  of  blood  pressure,  but  that 
with  very  dilute  solutions  which  have  been  kept  for  some  time,  this  may 
be  observed.  He  su^ests,  therefore,  that  the  depression  is  due  to  a 
chemiciU  change  in  the  epinephrin.  The  fact  that  we  observed  oppo- 
iiite  effects  for  epinephrin  on  the  muscle  preparations  when  dilute  solu- 
tions were  added,  and  that  the  normal  effects  were  observed  after 
increased  doses,  shows  that  the  above  explanation  cannot  be  accepted. 

In  some  of  the  records  made  by  the  uterine  muscle,  it  will  be  observed 
that  the  muscle  was  recording  a  straight  line  before  the  addition  of 
the  solution  to  be  tested.  It  appears  that  a  muscle  which  is  quiescent 
and  records  a  straight  line,  may  be  just  as  irritable  to  epinephrin  as 
its  companions  which  are  recording  small  contractions.  Usually, 
however,  the  active  strips  furnish  the  best  test  objects. 

Histological  checks  were  made  on  the  dog,  the  cat,  the  rabbit,  the 
white  rat  and  the  guinea-pig.  The  yellow  staining  bodies  and  cells 
were  demonstrated  in  all  of  the  checks  taken  from  the  retro-peritoneal 
tissue. 

We  are  indebted  to  Prof.  T.  W.  Todd  for  the  sectioning  and  staining 
of  the  histological  checks  in  connection  with  this  work,  and  to  Prof. 
H.  T.  Karsner  for  the  human  material. 
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CONCLUSION 

Acid  extracts  of  the  retro-peritoneal  chromaphil  tissue  of  man,  the 
dog,  the  cat,  the  rabbit,  the  guinea-pig,  the  white  rat,  the  calf,  the  sheep, 
and  the  pig  have  the  same  physiol<^cal  action  on  intestinal  and 
uterine  muscle  as  (he  active  principle  of  the  medulla  of  the  suprarenal 
glands. 
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Since  Overton  pointed  out  that  fn^'s  striated  muscle  temporarily 
loses  its  irritability  in  solutions  of  potassium  salts,  and  that  these  salts 
can  be  divided  into  two  classes,  according  to  the  different  effects  which 
they  have  on  muscle  immersed  in  them  (1),  it  has  been  shown  by  Sie- 
beck  (2)  and  by  one  of  us  (3)  that  Overton  overlooked  some  important 
points  regarding  the  reactions  of  muscle  to  potassium  chloride.  We 
agree  with  Overton  in  findii^  that  frog's  striated  muscle  maintains  its 
original  weight  in  isotonic  solutions  of  dipotassium  phosphate,  and 
swells  fairly  rapidly  in  isotonic  solutions  of  potassium  chloride.  But 
we  disagree  with  him  in  regard  to  the  permanently  toxic  effects  of  potas- 
sium chloride.  It  has  been  shown  by  Siebeck  in  the  article  referred  to 
above  that  inunersii^  a  frog's  sartorius  in  Ringer's  solution  may  restore 
its  original  weight  and  irritability  after  it  has  been  for  four  hours  in 
0.89  per  cent  potassium  chloride  solution  at  0  to  4°C.  In  an  experi- 
ment by  one  of  us  (Experiment  74  of  the  article  cited  above),  a  sartorius 
was  kept  for  three  hours  in  isotonic  [Wtassium  chloride,  and  then  for 
about  twenty  hours  in  Ringer's  solution,  Uie  temperature  throughout 
remaining  near  16°.  Durii^;  the  period  in  potassium  chloride  the 
muscle  gained  a  little  more  than  30  per  cent  of  its  original  weight  and 
became,  as  was  to  have  been  expected,  entirely  unirritable.  During 
the  subsequent  period  in  Ringer's  solution,  the  muscle  returned  to  a 
little  leas  than  its  original  weight  and  became  as  irritable  as  it  was  at 
the  beginning.  It  is  evident,  therefore,  that  frog's  sartorii  may  re- 
cover from  the  effects  of  an  immersion  in  an  isotonic  potassium  chloride 
solution. 

The  reactions  of  striated  muscle  to  solutions  of  potassium  salts  are 
interesting  from  a  number  of  different  aspects,  which  need  not  be  dwelt 
on  here,  and  we  have  thought  it  advisable  to  try  to  gain  some  further 
light  on  the  subject. 
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We  began  by  trying  experiments  in  which  frog's  sartorii  were  im- 
mersed for  various  periods  in  0.9  per  cent  potassium  chloride  solutions 
at  between  5  and  10",  and  then  transferred  to  Ringer's  solution. 
Experiments  1,  2  and  3  are  examples  of  these.  They  show  that  re- 
covery from  the  potassium  chloride  effects  may  be  quite  complete  after 
six  hours'  immersion ;  and  that,  even  after  a  sariiorius  has  been  for  twenty- 
four  hours  in  the  potassiimi  chloride  solution  and  increased  in  weight 
100  per  cent,  it  may  still  show  some  degree  of  recovery.  It  must  be 
added,  however,  that  the  results  of  such  experiments  are  very  variable. 
In  experiments  similar  to  nos.  1,  2  and  3,  but  carried  out  later  in  the 
summer,  we  failed  to  get  recovery  after  exposures  to  potassiimi  chloride 
of  much  less  than  twenty-four  hours.  We  are  inclined  to  attribute 
these  differences  to  changes  undergone  by  the  fn^'s  tissues  with  the 
advance  in  the  season. 

ANALYSIS  OF  THE   FOTASSIUU   CHLORIDE   EFFECTS 

The  experiments  to  be  reported  under  this  heading  may  be  regarded 
as  a  prdiminary  attempt  to  analyze  the  changes  which  go  on  in  a  fn^'s 
sartorius  when  it  is  immersed  in  a  0.9  per  cent  potassium  chloride  solu- 
tion. It  is  obvious  that  the  muscle  takes  up  water,  and  very  probable 
that  it  takes  up  potassium  chloride.  And  these  changes  are  probably 
accompanied  by  still  others  which  are  not  quite  so  obvious,  but  still 
highly  important  for  an  understanding  of  the  phenomena.  In  the 
following  paragraphs  the  experiments  bearing  on  the  various  changes, 
either  known  or  suspected  to  occur,  are  reported  seriatim. 

Does  tmisde  imTnersed  in  potassium  chloride  produce  ladic  acidf  It 
is  now  well  recognized  that  striated  muscle  produces  considerable 
quantities  of  lactic  acid  when  subjected  to  a  great  variety  of  abnormal 
conditions,  and  the  question  comes  up  whether  or  not  immersion  in 
potassium  chloride  solutions  may  have  this  effect.  There  are  many 
reasons  for  thinking  that  this  is  the  case.  It  is  well  known,  for  instance, 
that  the  chloride,  as  well  as  other  salts  of  potassium,  cause  muscle  to 
go  into- an  abnormal  form  of  contraction  which  is  maintained  for  some 
minutes,  and  all  the  forms  of  contraction  and  rigor  so  far  investigated 
have  been  shown  to  be  accompanied  by  lactic  acid  production.  The 
influence  of  temperature  on  the  reactions  of  muscle  to  potassium  chlor- 
ide confirm  the  supposition  under  discussion.  In  order  to  show  the 
recovery  from  the  potassium  chloride  effects,  Siebeck  carried  out  his 
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experiments  at  between  0  and  4°.  The  experiments  of  one  of  us  in  the 
article  referred  to  above  show  that  the  recovery  from  the  potassium 
chloride  effects  is  dependent  on  temperature,  A  muscle  kept  for  six 
hours  in  0,9  per  cent  potassium  chloride  solution  at  tetween  20  and  21° 
failed  to  recover  its  irritability,  while  another  muscle  kept  for  the 
same  period  in  the  same  solution  at  between  2  and  8°  did  recover  its 
irritability,  very  completely  (4). 

Another  point,  which  indicates  that  the  swelling  undergone  by 
muscle  in  a  potassium  chloride  solution  may  be  partly  the  result  of 
lactic  acid  production  by  the  muscle,  is  the  interesting  fact  brought 
out  by  Siebcck,  that  sartorii  swell  faster  in  potassium  chloride  and 
recover  less  completelj',  if  they  be  subjected  to  strong  stimulation  soon 
after  their  immersion  (5).  We  have  repeated  this  experiment  and  ob- 
tained similar  results.  We  have  found,  however,  as  Siebeck  implies, 
that  in  order  to  produce  constant  results  the  stimulation  must  be  very 
stroi^ — of  such  strength  as  would  almost  undoubtedly  injure  a  normal 
sartorius.  We  found  that  more  moderate  stimulation'  produced  no 
constant  effects  either  on  the  rate  of  swelling  of  muscle  immersed  in 
the  potassium  chloride  solution,  or  oi^  its  subsequent  tendency  to  re- 
cover its  irritability. 

The  part  played  by  lack  0f  cdUium  in  the  potassium  chloride  effeds. 
So  far  as  we  know,  there  is  no  solution  of  a  single  salt  in  which  surviving 
muscle  remains  alive  for  any  great  length  of  time.  A  0.6  per  cent  or 
0,7  per  cent  sodium  chloride  solution  is  as  little  injurious  as  any  other 
so  far  discovered,  but  in  this  solution  an  irritable  muscle  usually  twitches 
continually,  gains  weight,  and  loses  its  irritability  in  less  than  twenty- 
four  hours  at  ordinary  room  temperatures.  Very  small  quantities  of 
a  soluble  calcium  salt  added  to  the  pure  sodium  chloride  solution  suffice 
to  prevent  the  twitching  and  to  greatly  prolong  the  period  during  which 
the  muscle  remains  irritable.  It  is  possible,  therefore,  that  the  death 
of  muscle  in  potassium  chloride  solutions  may  be  due,  in  part,  at  least, 
to  the  absence  of  calcium,  as  well  as  to  the  direct  effects  of  the  potassium. 
We  have  tried  experiments  in  which  we  have  compared  the  results  of 

'  As  "moderate  stimulation"  we  uaed  a  tetanizing  current  which  could  be 
borne  without  much  discomfort  on  the  tongue.  Such  a  current  would  strongly 
stimulate  a  normal  muscle,  but  would  produce  comparatively  little  injury;  the 
individual  shocks  of  which  it  is  composed  would  be  equivalent  to  from  400  to  1000 
of  Martin's  Z  units.  Xa  "  strong  stimulation"  we  used  a  current  whose  individual 
shocks  would  beequivalent  to  from  4000to8000of  Martin's Z  units.  See  Martin: 
The  Measurement  of  Induction  Shocks;  New  York  and  London,  1912.  We  do 
not  think  it  worth  while  to  publish  the  protocols  of  these  experiments. 
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immersmg  sartoiii  in  pure  0.9  per  cent  potassium  chloride  solution 
with  those  of  immersing  them  in  mixtures  of  this  with  1  per  cent  cfJ- 
cium  chloride  solutions.*  The  mixtures  were  made  by  adding  97.5 
parts  of  the  potassium  solution  to  2.5  parte  of  the  calcium  solution,  and 
were,  therefore,  very  nearly  isotonic  with  the  original  potassium  solu- 
tion. It  was  found  that  the  muscles  gained  weight  more  slowly  in 
the  potaasium  and  calcium  mixtures  than  in  the  pure  potassium  solu- 
ticoiB,  and  that  they  recovered  their  irritability  more  completely  when 
subsequently  immersed  in  Ringer's  solution.  See  Experiments  4  and 
6.' 

It  is  a  tempting  hypothesis  that  the  <!alcium  produces  its  effects  by 
rendering  the  surfaces  of  the  muscle  fibers  less  permeable  to  the  potas- 
sium chloride  (6).  This  would  explain  the  slower  gain  in  weight  in  the 
potassium  and  calcium  mixture,  the  more  complete  subsequent  recovery, 
and  also,  to  some  extent,  the  fact  that  muscles  which  have  been  in  the 
mixtures  lose  weight  more  slowly  when  subsequently  immersed  in  Ring- 
er's solution  than  do  the  muscles  which  have  been  in  the  pure  potas- 
siimi  solutions.  We  thoi^t  that  more  light  might  be  thrown  on  this 
question  by  immersing  companion  muscles'  in  0.9  per  cent  potassium 
chloride,  and  then  transferring  one  to  Ringer's  solution  and  the  other 
to  pure  0.7  per  cent  sodium  chloride  solution  and  comparing  the  rapidity 
with  which  they  lost  weight.  If  it  be  supposed  that  the  surfaces  of  the 
muscle  fibers  are  permeable  to  potassium  chloride,  but  still  more  or 
less  impermeable  to  sodium  chloride  after  their  stay  in  the  former  solu- 
tion, and  that  calcium  renders  them  less  permeable  to  the  potassium 
chloride,  the  muscles  oi^ht  to  lose  weight  faster  in  the  pure  sodium 
chloride  solution  than  in  the  Singer  solution  which  contains  calcium. 
The  results  of  these  experiments  are  curious — the  muscles  show  a  ten- 
dency to  maintain  in  the  pure  sodium  chloride  solution  the  weight  which 
they  happened  to  have  when  immersed  in  it.  Sec  Experiments  6,  7, 
8  and  9.  But  the  results  are  not  sufficiently  uniform  to  warrant  any 
particular  conclusion. 

The  diffuaum  of  poiassium  chloride  into  sariorii  immersed  in  OM  per 
cent  advHons  of  it.  It  is  a  question  of  great  interest  to  what  extent  the 
potassium  chloride  diffuses  into  muscle  immersed  in  it,  and  how  much 
chlorine  is  left  after  the  recovery  in  Ringer's  solution.    We  have  analyzed 

■  A  1  per  cent  oaloium  ohloride  solution  has  about  the  same  calculated  osmotio 
preBBure  as  A  0.9  per  cent  potassium  chloride  solution. 

*  Similar  results  were  obtained  in  another  pair  of  experiments,  which  we  have 
not  thought  it  neceseary  to  publish. 
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muscle  for  chlorine  after  a  stay  of  some  hours  in  0.9  per  cent  potaesium 
chloride  solution,  and  also  after  it  has  been  for  some  hours  in  this  solu- 
tion and  then  recovered  its  irritability  in  Ringer's  solution.  See  Experi- 
ments 10,  11,  12  and  13. 

The  results  of  Experiments  10  and  12  indicate  that  when  muscle  is 
inunersed  in  0.9  per  cent  potassium  chloride  solution,  the  salt  rapidly 
diffuses  into  the  fibers.  In  both  experiments  the  proportion  of  chlorine 
found  in  the  muscle  after  its  stay  in  the  solution  was  larger  than  could 
be  accounted  for  by  supposing  that  it  takes  up  the  solution  as  such. 
To  use  a  somewhat  crude  expression,  the  potassium  chloride  diffuses  into 
the  muscle  faster  than  the  water  of  the  solutioD.^  If  it  be  supposed 
that  about  half  the  original  we^t  of  the  muscle  consists  of  solids  and 
organic  water;  and  the  other  half  of  free  water  which  can  act  as  a  sol- 
vent for  salts  (7),  then  it  follows  that  at  the  end  of  Experiment  10  there 
was  very  nearly  as  high  a  concentration  of  potassium  chloride  in  the 
total  free  water  of  the  muscle  as  in  the  siwrounding  solution. 

Experiments  11  and  13  give  the  chlorine  content  of  muscles  which 
have  been  for  some  time  in  0.9  per  cent  potassiimi  chloride  solution, 
and  have  then  recovered  their  irritability  and  returned  to  somewhere 
near  iheit  original  weight  in  Ringer's  solution.  They  are  companions 
to  Experiments  10  and  12.  Their  results  show  that,  accompanyii^ 
the  loss  of  weight  by  the  muscles  in  Ringer's  solution,  there  is  a  con- 
siderable loss  of  chlorine.  It  seems  difficult  to  interpret  these  results 
on  any  other  supposition  than  that  the  muscle  fibers,  when  placed  in 
Biter's  solution  after  their  stay  in  potassium  chloride,  are  still  much 
more  permeable  to  potassium  chloride  than  to  sodium  chloride,  and 
that,  as  a  consequence  of  this,  they  give  up  potassium  chloride  and 
water  to  the  Hirer's  solution.  But  perhaps  the  most  interesting  part 
of  the  result  is  the  fact  that  so  large  a  proportion  of  chlorine  remains 
in  the  muscle  after  it  has  recovered  its  irritability.  It  is  in  the  highest 
degree  probable  that  the  greater  part  of  this  chlorine  left  within  the 
muscle  fibers  is  combined  with  potassium.  For  the  muscle  fibers  eon- 
tain  originally  no  other  cation  than  potassium  in  sufficient  quantity 
to  combine  with  so  much  chlorine;  and,  if  it  were  supposed  that  any 

'  In  drawiog  conclusiona  from  these  experimente,  the  small  amount  of  CI 
found  in  fresh  frog's  muscle  has  been  neglected.  It  amounts,  according  to  Katz 
(Arohiv  fUr  die  gesammte  Physiologie,  189€,  Ixiii,  pp.  1,  ct  seq.)  to  only  0.04  per 
cent  of  the  weight  of  the  muscle.  It  is  probable  that  it  comes  chiefly  from  NaCI 
contained  in  the  lymph  spaces  of  the  muscle,  and  that  most  of  this  NaCl  is  re- 
placed by  KCI  under  the  conditions  of  Experiments  10  and  12. 
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considerable  part  of  tbe  cUorine  in  question  came  from  sodium  chloride, 
it  would  follow  that  this  had  diffused  in  from  the  Ringer's  solution  and 
that  the  fiber  surfaces  were,  therefore,  quite  permeable  to  sodium  chlo- 
ride. Under  these  circumstances  it  would  be  difficult  or  impossible  to 
account  for  the  loss  of  chlorine  and  water  by  the  muscle  in  the  Ringer 
solution.  We  have,  therefore,  the  paradoxical  result  that  potassium 
chloride  within  the  muscle  fibers  is  less  destructive  to  irritability  than 
in  the  interstitial  spaces. 

The  manner  in  which  aartorii  gain  weight  in  0.9  per  cent  polasaium 
chloride  solution.  Figure  1  gives  two  curves  showing  the  details  of  the 
manner  in  which  muscle  gains  weight  in  0.9  per  cent  potassium  chloride 
solution.  It  will  be  noted  that  in  both  cases  the  gain  is  more  rapid 
somewhere  between  the  eighth  and  twelfth  hours  than  during  the  pre- 
ceding ones.  It  is  doubtful  how  this  peculiarity  of  the  curves  ought  to 
be  interpreted.  The  idea  readily  occurs  to  one  that  the  surfaces  of  the 
muscle  fibres  may  become  progressively  more  permeable  to  potassium 
chloride  throughout  the  course  of  the  experiment  and  that  this  change 
may  account  for  the  more  rapid  swelling  in  the  later  periods.  The 
results  of  Experiments  10  and  12,  however,  seem  to  point  to  a  diiTerent 
interpretation.  It  b  to  be  noted  that  in  Experiment  12,  in  which  the 
muacles  were  immersed  for  only  three  and  a  half  hours  in  the  potassium 
chloride  solution,  the  chlorine  contained  by  them  made  up  0,92  per  cent 
of  their  increase  m  weight.  In  Experiment  10,  on  the  other  band,  in 
which  the  muscles  were  immersed  for  fourteen  hours  and  a  half  in  the 
potassium  chloride  solution  the  chlorine  contained  by  them  made  up 
only  0.69  per  cent  of  their  increase  in  weight.  These  results  must  be 
taken  with  some  caution,  as  the  quantities  of  material  used  for  the  analy- 
sis were  small;  but  they  lend  themselves  readily  to  the  supposition  that, 
when  muscle  is  inunersed  in  an  isotonic  potassium  chloride  solution, 
the  salt  at  first  diffuses  in  rapidly  and  the  water  comparatively  slowly. 
Under  these  circumstances  the  water  intake  would  become  more  rapid 
at  later  stages  of  the  experiment  when  the  osmotic  pressure  within  the 
muscle  fibers  was  raised  by  the  presence  of  considerable  quantities  of 
potassium  chloride. 

CONCLUSION 

The  changes  which  go  on  in  muscle  immersed  in  a  0.9  per  cent  po- 
tassium chloride  solution  are  no  doubt  very  complicated,  and  we  do  not 
feel  that  the  experiments  described  in  the  preceding  pages  are  nearly 
sufficient  to  give  a  satisfactory  picture  of  them.     The  following  inter- 
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HOUffS 
Fig.  1.    CurvM  showing  the  maimer  iil  which  frogs'  sartorii  gain  weight  in 
0.9  per  cent  potassium  chloride  solution.    Except  at  the  periods  of  weighing, 
the  muscles  were  kept  in  the  ice  box  At  between  h*  and  10°. 
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pretatioD,  however,  appeals  to  us  as  that  which  fits  best  the  facts  bo 
far  known. 

The  surfaces  of  the  normal  living  muscle  fibers  are  decidedly  more 
permeable  to  potassium  chloride  than  to  either  sodium  chloride  or  to 
the  potassium  phosphate  normally  contained  within  them.  Conse- 
quently, when  a  muscle  is  immersed  in  on  isotonic  potassium  chloride 
solution,  the  salt  rapidly  diffuses  from  the  solution  into  the'  libers  and 
raises  the  osmotic  pressure  of  their  contents.  As  a  result  of  this  the 
fibers  take  up  water  also  from  the  solution.  The  presence  of  potassium 
chloride  in  the  interstitial  spaces  of  the  muscle  temporarily  destroys 
its  irritability,  as  does  that  of  any  other  potassium  salt. 

If  such  an  experimeat  be  carried  out  at  a  temperature  above  19 
degrees,  the  chaises  described  cause  the  muscle  to  produce  lactic  acid 
in  considerable  quantities,  and  this  pr^ents  it  from  recovering  its 
irritability  when  subsequently  immersed  in  Ringer's  solution.  But 
if  the  experiment  be  carried  out  at  lower  temperatures,  the  lactic  acid 
production  is  small;  and  the  muscle  may  recover  its  irritabiUty  even 
after  it  has  been  for  twenty-four  hours  in  the  potassium  chloride  solu- 
tion and  undergone  a  swelling  which  may  amount  to  between  50  and 
100  per  cent  of  its  original  weight. 

A  small  amount  of  calcium  chloride  added  to  the  potassium  chloride 
solution  slows  the  pathological  changes  produced  by  the  latter  and 
increases  the  period  durii^  which  the  muscle  remains  alive,  just  as  it 
does  when  added  to  a  sodium  chloride  solution.  It  seems  not  im- 
probable that  the  calcium  acts  in  both  cases  to  preserve  the  normal 
semi-permeable  properties  of  the  surfaces  of  the  muscle  fibers. 

GXPIiANATION   OF  THS   BXFBHIBIENTS 

The  experiments  recorded  in  the  succeeding  protocols  were  all  car- 
ried out  on  frog's  sartorii,  which  were  immersed  in  the  various  solutions, 
and  taken  out,  pressed  against  filter  paper,  and  weighed  at  the  intervals 
indicated.  The  technique  of  the  drjring  on  filter  paper  and  weighii^ 
was  in  general  the  same  as  that  described  by  Overton  (Arch.  f.  d.  ges. 
Physiol.,  1902,  xcii,  p.  126).  It  is  to  be  understood  that  each  muscle 
remained  in  each  of  the  various  solutions  from  the  time  against  which 
the  solution  is  first  mentioned  until  the  time  against  which  another 
solution  is  indicated.  In  Experiment  I,  for  instance,  the  sartorius  was 
immersed  in  Ringer's  solution  at  11.15  ajn.  July  2,  and  remained  in 
that  solution  until  2.25  p.m.    At  2.25  pjn.  it  was  found  to  weigh  0.223 
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gram,  and  immersed  in  0.9  per  cent  KCl  solution,  where  it  remained 
until  S.30  p.m.,  when  it  was  replaced  in  Ringer's  solution.  All  the 
solutions  were  made  up  accordii^  to  the  method  of  Raoult;  a  "0.9 
per  cent  KCl  solution"  means  a  solution  made  by  adding  0.9  gram 
KCl  to  100  cc.  of  distilled  water;  an  "0.88  per  cent  KCl  +  0.025  per 
cent  CaCli  solution"  means  a  solution  made  by  adding  0.88  gram  KCl 
and  0.025  gram  CaClt  to  100  cc.  of  distilled  water.  The  Ringer's 
solution  used  in  Experiments  1  to  9  inclusive  was  made  by  addit^  0.65 
gram  NaCl,  0.02  gram  KCl,  0.025  gram  CaClt,  and  0.02  gram  NaHCO, 
to  100  cc.  distilled  water.  The  Ringer's  solution  used  in  Experiments 
10  to  13  inclusive  was  the  same  except  that  the  NaHCOi  was  omitted. 
Our  general  experience,  in  addition  to  some  preliminary  experiments, 
which  we  have  not  thought  it  worth  while  to  record  in  detail,  lead  us 
to  believe  that  the  survival  of  muscle  under  ordinary  conditions  and 
its  recovery  after  treatment  with  KCl  are  litle  affected  by  the  presence 
or  absence  of  NaHCOi  in  the  Ringer  solution  used. 

The  weights  of  the  muscles  are  given  in  grams,  and,  for  convenience, 
the  percent^c  changes  in  weight  are  given  in  the  next  column.  The 
percentage  changes  are  all  calculated  from  the  weight  which  each  of 
the  muscles  had  at  the  end  of  its  first  immersion  in  Ringer's  solution. 

During  the  intervals  between  weighings  the  solutions  containing  the 
muscles  were  kept  in  the  ice  box  at  temperatures  which  varied,  as  the 
protocols  indicate,  between  5  and  10°.  In  most  cases  the  freshly 
removed  muscles  were  placed  immediately  in  the  cold  Ringer's  solution. 
In  Experiments  1,  2  and  3,  as  tlie  protocols  indicate,.the  freshly  removed 
muscles  were  placed  in  Ringer's  solution  at  19°.  The  beakers  con- 
taining the  solution  and  the  preparations  were,  however,  inomediately 
put  in  the  ice  box,  and  must  have  fallen  to  a  temperature  below  10° 
in  the  course  of  a  few  minutes. 

In  regard  to  the  conventions  used  to  indicate  the  degree  of  irrita- 
biUty  of  the  preparations,  it  need  only  be  said  that  "  Irritability+ " 
means  that  the  muscle  gave  only  a  small  contraction  when  stimulated 
by  a  strong  current;  "Irritabitity+  +  +  "  means  normal  irritability; 
and  "Irritability-|-+,"  an  intermediate  degree. 

In  cases  where  one  experiment  is  said  to  be  a  "control"  or  a  "com- 
panion" for  another,  it  is  meant  that  the  two  experiments  were  carried 
out  on  the  same  day  on  opposite  sartorii  from  the  same  frog. 

Experiments  10  to  13  inclusive  need  no  particular  comment  except 
that  the  chlorine  estimations  were  made  gravimetrically.  As  a  control 
for  our  method  of  chlorine  analysis  we  Mialyzed  2.073  grams  of  fresh 
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fn^'s  muscle  and  found  0.058  per  cent  CI.  The  figure  given  for  the 
chlorine  content  of  fresh  frog's  muscle  by  Katz  (Arch.  f.  d.  ges.  Physiol., 
1896,  bdii,  1  et  seq.)  is  0.0402  per  cent. 
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0.9  per  cent  KCl 

0.215 

7 

JvlyS 

2.46  p.m 

Ringer 

0.431 

100 

9 

July  4 

9.00  B.m 

Rmger 

0.275 

28 

9 

IrntabilityH- 

Jidyg 

9.00  8.in 

Ringer 

7 
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Esptriment  4-    J^dy  14  and  IS,  1915 
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cmHTAOB 

ruu- 

Tcaa 

■UUUI 

JvlyU 

p*rr*« 

•c. 

9.25  a.m 

Ringer 

a 

11.25  ft.m 

0.88  per  cent  KCl 

+ 
0.025  per  cent 

0.114 

8 

CaCl, 

3.25  p.m 

O.SS  per  cent  KCl 

+ 

0.025  per  cent 

CaCl, 

0.147 

28.9 

7 

5.25  p.m 

Ringer 

0.151 

37.7 

7 

7.25  p.m 

Ringer 

0.1^ 

24.6 

7 

9.25  p.m 

Ringer 

0.125 

■9.6 

7 

Jtdy  IS 

9.26  a.m 

Ringer 

0.127 

11.4 

7 

Irritability+++ 

Experi 

wtU  B.    Control  for  Experiment  4,  Jviy  H  and  IS,  ms 

Jvlyl4 

9.30  B.m 

Ringer 

8 

11.30  a.m 

O.OperoentKCI 

0.107 

8 

3.30  p.m 

0.9  per  cent  KCl 

0.141 

39.3 

7 

5.30  p.m 

Ringer 

0.163 

52.3 

7 

7.30  p-m 

Ringer 

0.144 

34.6 

7 

9.30  pjn 

Ringer 

0.127 

18.7 

7 

JiUylB 

9.30  R.m 

Ringer 

0.130 

21.5 

7 

Irritia)ility++ 

Esptrimenl  6.    July  IS  and  1 

,iais 

Juiy  IS 

2.36  p.m 

Ringer 

July  IB 

10,05  a.m 

Ringer 

O.IH 

8 

11.05  a.m 

0.9  per  cent  KCl 

O.IK 

8 

2.05  p.m 

0.7percentNaCl 

0.12S 

13.6 

B 

2.35  p.m 

0.7  per  cent  NaC 

0.12( 

U.5 

7 

3.35  p.™ 

0.7peroentNa01 

0.12f 

U.5 

7 

5.30  p.m 

0.7  per  cent  NaCI 

0.126 

14.5 

7 

Irritability++ 
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Experiment  7.    Control  for  Experiment  8,  J%ily  IS  and  IB,  IBIS 


Jvly  IS 

2.30  p-m... 

July  le 

10ft.tn 

lla.m 

2p.m 

2.30  p.m... 
3.30  p.m... 
5.30  p.m... 


Ringer 

0.9perc«ntKCl 
Ringor 
Ringer 


18.4 
19.3 
lfi.8 
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Experiment  8 

J«lV 

16  and  It 

,lStB 

July  IS 

2.4Bp.m 

Ringer 

7 

Jvly  le 

10.1Sa.in 

Ringer 

0.90 

S 

11.15  •.m 

O-OpercentKCl 

O.IOS 

8 

2.15  p.m 

0.7  per  cent  NftC: 

0.!1( 

7,8 

« 

2.45  p.m 

0.7  per  cent  NaC 

ft.im 

4.9 

7 

3.46  p.m 

0.7  per  cent  NaC: 

O.lffi 

4.9 

7 

6.46  p.m 

0.7  per  cent  NaCl 

0.109 

8.9 

7 

IrriUbility++ 

SxperiToent  P.     Control  for  Experiment  8,  Jidy  IS  and  16,  1916 


July  IS 

2.40  p.m 

July  18 

10.10a.m 

11.10  a.m 

2.10  pjn 

2.40  p.m 

3.40  pjn 


Ringer 

Ringer 

0.9  per  cent  KCl 

Ringer 
Ringer 
Ringer 


7 

0.098 

8 

O.OM 

8 

0.107 

13.8 

6 

O.IOS 

14.9 

7 

0.102 

8.5 

7 

0.101 

7.4 

7 

Irritabilit7+++ 


Experiment  10.    Jvly  SI  and  it,  1816 

10.35  to  11.30  a.m.  Sartorii  from  5  frogs  (one  from  each  frog)  disseoted  out 
and  placed  in  Ringer's  sotution  at  8  to  9". 

U.30  pjn.,  July  21  to  12.16  a.m.  July  22.  These  muaolesfoundtoweighO.867 
gram;  transfeired  to  0.9  per  cent  KCl  solution. 

2.15  to  3.06  p.m.,  July  22.  These  musolea  weighed  1.620 grams.  Theywere 
fused  with  NaiOi  and  analysed  for  CI.  They  yielded  0.0188  gram  AgCl,  equiva- 
lent to  0.0045  gram  01,  or  to  0.0097  gram  KCl. 
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Experiment  11.    Companitm  to  ExperimeTit  10,  July  SI  totS,  1915 

lO.Sfi  to  11.30  a.m.  The  other  sartorii  from  the  froga  used  in  Experimeat  10 
were  diaaeoted  out  and  placed  in  Ringer's  solution  at  8  to  9°. 

11.30  p.m.,  July  21,  to  12.15  a.m.,  July22.  ThesemuaoleHwerefound  toweigh 
0.871  gram ;  they  were  transrerred  to  0.9  per  cent  KCl  solution. 

2,15  to  3.05  p.m.,  July  22.  These  muscles  weighed  1. 610  grsnis;  traDifeired  to 
Ringer's  solution . 

S.30  to  S.50  a.m.,  July23.  These  muscles  weighedO.SSSgram;  allfoundto  be 
moderately  irritable.  They  were  fused  with  NaiOi  and  yielded  0.0107  gram  .AgCl, 
equivalent  to  0.0026  gram  CI,  or  to  0.0055  gram  KCl. 

£xpen'menl  It.    SeplenAer  8,  lOlS 

11.37  a.m.  to  12.15  p.m.  Sartorii  fromOfrogs  (one  from  each  frog)  removed  and 
placed  in  Ringer's  solution  at  8  to  9°. 

4.46  to  5.40  p.m.  These  muscles  found  toweigh  1.054grams;  transferred  to 
0.9  per  cent  KCl  solution. 

8.15  to  9.10  p.m.  These  muscles  weighed  1.337  grams.  They  were  fused  with 
NaiOi,  and  yielded  0.0106  gram  AgCI,  equivalent  to  0.0026  gram  CI,  or  to  0.0055 
gram  KCl. 

Experiment  IS.  Companion  to  Experiment  It,  September  8  and  9,  IBIS 

11.37  a.m.  to  12.15  p.m.,  September  8.  The  other  sartorii  from  the  frogs  used 
in  Experiment  12  were  dissected  out  and  placed  in  Ringer's  solution  at  S  to  9°. 

4.45  to  5.40  p.m.  These  muscles  found  to  weigh  1.067  grams;  transferred  to 
0.9  per  cent  KCl  solution. 

8.15  to  9.10  p.m.  These  muscles  weighed  1.344  grams;  transferred  to  Ringer's 
solution. 

10.00  to  10.34  a.m.,  September  9,  These  muscles  weighed  1.140  grams.  One 
was  only  slightly  irritable;  all  the  rest  were  moderately  irritable.  They  were 
fused  with  NaiOi  and  yielded  0.0088  gram  AgCI,  equivalent  to  0.0022  gram  CI, 
or  to  0.0047  gram  KCl. 
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In  the  course  of  observations  directed  to  other  ends  it  was  noted 
that  the  venous  blood  pressure  was  appreciably  lower  in  boys  than  in 
men  of  mature  years.  Accordingly,  when  opportunity  offered  in  the 
summer  of  1915,  a  series  of  observations  on  men  of  different  age  groups 
were  collected  and  are  reported  in  this  paper. 

The  method  used  has  been  described  elsewhere  (1).  Because  of 
the  uncertainties  of  illumination  the  pressures  were  read  at  complete 
collapse  of  the  vein  and  not,  as  is  more  accurate,  at  the  point  at  which 
the  shadow '  comes  and  goes  with  slight  oscillations  of  the  outside 
pressure.  This  tends  to  give  somewhat  higher  values  but  under  the 
present  circumstances  the  comparative  value  of  the  pressures  is  un- 
doubtedly more  reliable.  In  collecting  the  data  all  obviously  abnormal 
cases,  particularly  in  regard  to  cardiac  lesions,  were  excluded.  The 
children  were  found  in  orphan  asylums  and  in  schools;  the  boys  in 
schools  and  shops;  the  young  men  in  colleges  and  shops;  the  men  in 
^ops  and  the  old  men  in  institutions  for  the  aged.  Several  of  the 
groups  were  completed  with  ambulatory  surgical  cases  in  the  dispensary 
and  hospital.  In  all  cases  the  observations  were  made  in  the  trunk- 
vertical  position. 

The  accompanyii^  figure  (fig.  1)  presents  the  data  obtained.  The 
venous  pressure  readings,  expressed  in  centimeters  of  water  and  re- 
ferred to  the  heart  level,  are  plotted  on  the  abscissae  and  the  ^^s  of 
the  subjects  on  the  ordinates.  The  average  of  all  the  readings  in  the 
several  decades  in  which  not  less  than  fifty  observations  were  made  are 
presented  in  the  form  of  a  curve.     These  average  figures  are  as  follows: 
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These  values  show  clearly  that  there  is  a  continuous  rise  in  venous 
pressure  as  age  progresses.  If,  however,  averages  are  made  for  the 
half-decades  in  which  not  less  than  twenty-five  observations  were 
made,  the  rise  <tf  pressure  is  less  regular  as  the  following  figures  ehow. 


oniuuinnMnm 

T«» 

*■*" 

vBiion*  rsBHOU 

PU0»I>OUVD» 

^» 

5-10 

6.36 

10-15 

9.97 

3.61 

16-20 

11.58 

1.61 

20-as 

13.39 

1.81 

25-30 

13.88 

0.49 

»-as 

16.08 

2.^ 

35-40 

17.22 

1.14 

40-U 

18.80 

0.58 

4S-W 

17.85 

-0.95 

50-65 

20,28 

2.43 

65-60 

24.08 

3.76 

60-06 

24.20 

0.26 

66-70 

24.27 

-0.02 

70-75 

26.44 

2.17 

76-80 

26.11 

-0.33 

80-86 

25.88 

-0.23 

A  curve  plotted  from .  these  figures  shows  irregularities  between 
26  and  30,  45  and  50,  and  60  and  70  years.  I  am  not  inclined  to  stress 
these  irregularities  because  it  is  not  improbable  that  they  would  be 
smoothed  out  if  the  number  of  observations  was  increased.  It  will  be 
seen  that  the  maximum  pressure  occurs  between  70  and  75  years  and 
that  the  averages  for  the  two  half-decades  following  are  both  lower. 
Whether  there  is  any  significance  in  this  drop  of  venous  pressure  to- 
ward the  end  of  life  may  be  doubted  but  the  fact  that  it  appears  to 
prevail  over  a  number  of  years  suggests  that  it  may  be  indicative  of  the 
failure  of  some  compensatory  mechanism. 

Clark  (2)  found  in  a  study  of  cardiac  coses  that  a  venous  pressure 
persisting  and  rising  above  20  cm.  foretold  the  approach  of  clinic^  signs 
of  decompensation  and  that  such  a  condition,  in  patients  confined  to 
bed,  ustially  indicated  a  fatal  outcome.  His  oases  ranged  around  50 
years  of  age  for  which  age  the  normal  average  pressure,  as  here  given, 
is  19.04  cm.  It  is  inconceivable  that  the  healthy  individuals  in  my 
series  should  exhibit  a  venous  pressure  so  close  to  the  danger  zone  as 
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noted  by  Clark.  Clark's  criterion  for  reading  the  pressure  was  the 
point  at  which  the  shadow  of  the  vein  comes  and  goes  with  slight  oscil- 
lations of  the  outside  pressure  which  is  more  accurate  and  gives  lower 
values  than  the  criteri<m.  which  I  was  obhged  to  employ,  namely,  the 


iiiiiltllhhbiiltll 

Fig.  1.  Venous  blood  pressure  obaeiratione  on  men.  To  show  the  rise  in 
renoua  pressure  which  occurs  as  age  progresses.  The  dots  represent  individual 
observationa.  The  curve  represeDts  the  aver&ge  of  not  less  than  fifty  obser- 
vatiooB  in  each  of  the  several  decades, 

point  of  complete  collapse  of  the  vein.  This  difference  in  method  might 
give  values  differing  a  couple  centimeters.  Furthwmore,  my  subjects 
were  up  and  about  and  active,  Clark's  cases  were  confined  to  bed  in  a 
semi-recumbent  position.  It  is  not  known  what  effect  protracted  quiet 
has  on  the  venous  pressure  but  it  is  probably  safe  to  assume  that  it 


d  by  Google 


46  D.    R.    HOOKfiR 

would  result  in  lowered  values.  Finally,  Clark's  cases  presumably  liad 
some  myocardial  weakness,  the  result  of  which  might  well  be  that  the 
heart  was  unable  to  function  under  a  feeding  pressure  that  in  normal 
individuals  causes  no  embarrassment  whatsoever.  It  would  seem, 
therefore,  tJiat  the  results  here  reported  are  not  necessarily  in  conflict 
with  Clark's  conclusion  that  a  pressure  of  20  cm.  in  cardiac  cases  is 
dangerous. 

The  figure  shows  profound  variations  in  the  venous  pressure  in  all 
periods  of  life.  Doubtless  every  healthy  individual  exhibits  a  normal 
variation  attributable  in  part  to  the  condition  of  bodily  activity  and 
to  the  diurnal  rhythm  (1).  In  the  series  of  observations  here  reported 
the  first  of  these  could  not  well  be  controlled  and  no  correction  for  the 
second  was  made.  That  there  are  still  other  factors  contributing  to 
normal  variations  in  venous  pressure  may  be  assumed  but  they  have 
not  been  investigated.  Allowing,  however,  for  these  normal  variations, 
it  is  probable  that  still  other  causes  must  be  invoked  to  account  for  the 
extremedifferencesfoundin  each  age  period.  Probably  the  f^es  given  by 
the  subjects  are  in  the  main  rcUable  except  in  the  case  of  the  very  old  in 
whom  there  appeared  to  be  a  tendency  to  in-accurate  statement.  The 
resistance  of  the  skin  and  the  rigidity  of  the  venous  wall  would  obviously 
influence  the  amount  of  pressure  required  to  collapse  the  vein  but  the 
few  cases  exhibiting  such  conditions  were  excluded.  The  most  probable 
cause  of  these  extreme  variations  would  seem  to  lie  in  the  condition  of 
bodily  health,  the  relation  of  which  to  venous  pressure,  except  in  cardio- 
vascular cases,  is  as  yet  unknown.  Effort  was  made,  as  has  been  stated, 
to  exclude  from  the  series  all  but  healthy  individuals,  but  in  a  large 
series  poorly  under  control  and  in  which  only  the  grossest  condition 
of  general  health  was  established  it  seems  not  improbable  that  numer- 
ous abnormal  conditions  might  go  undet«cted  which  would  be  capable 
of  causing  at  least  some  of  the  extreme  variations  in  pressure  observed. 

The  factor  or  factors  contributing  to  this  f^e-rise  of  venous  pressure 
are  unknown.  Casual  inspection  of  animals  su^ests  that  the  pressure 
may  vary  directly  with  the  size  or  weight  of  the  body.  If  we  assume 
that  man  has  reached  maturity  at  40  years  and  thereafter  does  not 
gain  in  size  or  weight  (3)  we  may  be  justified  in  considering  the  first 
part  of  the  present  curve  of  venous  pressure  as  an  expression  of  growth. 
The  curve  of  growth  shows  a  fairly  constant  rise  until  17  years  is  reached 
and  thereafter  flattens,  at  first  slowly  then  more  rapidly  until  40  years. 
In  a  general  way  the  curve  of  venous  pressure  exhibits  a  similar  trend. 
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After  this  period  the  curve  of  venous  pressure  is  less  regular  although 
the  rise  persists.  The  suggestion  that  this  later  rise  represents  a  func- 
ticmal  compensation  for  the  weakened  heart  muscle  of  age  is  attractive 
but  too  many  other  changes  in  the  cardio-vascular  mechani^n  are 
involved  to  warrant  any  but  the  moat  qualified  consideration  of  the 


It  is  interesting  to  note  that  young  men  in  exercise  may  raise  their 
venous  pressure  to  the  height  found  in  old  men  at  rest  as  the  following 
figures  show: 
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The  first  value  given  was  obtained  before  and  during  e 
stationary  bicycle ;  the  others  were  obtained  before  and  some  minutes 
after  a  competitive  five-mile  run.  While  these  figures  doubtless  do 
not  represent  the  maximum  venous  pressure  which  the  human  heart 
can  sustain  they  bear  a  striking  relationship  to  the  values  found  in  old 
age,  a  relationship  which  suggests  a  common  causative  factor. 

Finally,  a  possibility  to  account  for  the  progressive  rise  in  venous 
pressure  in  the  later  years  of  life  is  a  change  in  position  of  the  right 
auricle  with  respect  to  the  subcostal  angle.  One  gets  the  impression 
on  palpating  for  the  subcostal  angle  that  it  lies  lower  on  the  trunk  in 
old  people.  This  may  be  due  to  a  bony  rigidity  which  defines  the 
point  of  palpation  more  sharply  and  at  a  lower  level  than  in  the  young. 
If  such  a  condition  exists  it  would  lead  to  higher  pressure  readings. 
But  it  is  generally  stated  that  the  thorax  assumes  a  more  conical  form 
as  years  pass  and  it  is  also  stated  that  the  base  of  the  heart  is  lower  in 
old  people  than  in  younger  ones  (4).  If  these  statements  are  accepted 
the  pressure  readings  would  tend  to  be  lower,  so  it  would  seem  that 
any  change  in  the  assumed  position  of  the  hearty  if  one  exists,  in  people 
of  different  ages  must  be  ascribed  to  differences  in  rigidity  of  the  thorax. 
Such  rigidity  and  the  expansion  of  the  lower  part  of  the  thor^c  would 
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increase  the  prommence  of  the  tip  of  the  ateraum,  thereby  giving  a 
lower  point  of  palpation.  Such  differences  cannot,  however,  be  great 
enouf^  to  account  for  all  of  the  rise  in  venous  pressure  noted  in  old 
people. 

CONCLUSIONS 

Observations  on  the  venous  blood  pressure  in  men  of  different  ages 
are  presented  which  show  a,  progressive  rise  in  venous  pressure  practi- 
cally throughout  life. 
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This  paper  attempts  to  analyze  the  chief  physical  mechanisma  con- 
cerned in  clinical  methoda  of  measuring  systolic  and  diastolic  blood 
pressure  with  the  use  of  an  arm  band  or  plethysmograph,  where  the 
arm  band  is  inflated  to  a  high  pressure  untU  the  radial  pulse  is  sup* 
pressed,  and  then  is  gradually  lowered  until  the  radial  pulse  reappears. 
This  is  taken  as  the  systolic  pressure.  Or  else  graphic  tracings  are 
taken  of  the  pressure  in  the  arm  band,  so  that  when  the  pressure  is  high 
in  the  arm  band  no  oscillations  in  the  tracing  are  produced  by  the  heart 
beat.  But  as  the  pressure  in  the  ann  band  is  gradually  lowered  a 
point  is  reached  where  arterial  pulsations  are  feebly  transmitted  through 
the  cuff  pressure  and  appear  in  the  tracing.  This  point  was  formerly 
taken  by  many  as  the  systoUc  pressure.  At  a  somewhat  lower  level  the 
tracing  often  shows  a  more  rapid  augmentation  of  the  arterial  pulsatory 
oscillations  and  often  it  also  shows  at  about  this  point  a  widening  of  the 
limbs  and  also  somewhere  near  this  point  there  is  often  noted  a  notch 
in  the  downward  limb.  The  various  points  are  taken  by  others  to  be 
the  syatoUe  pressure.  From  these  levels  on  down,  as  the  arm  band 
pressure  is  gradually  lowered,  the  arterial  pulse  waves  recorded  on  the 
tracing  are  augmented  until  they  reach  the  maximum.  Some  point 
on  this  maximal  oscillation,  or  else  the  first  diminished  beat  is  the  most 
commonly  selected  criterion  for  obtaining  the  diastolic  pressure.    How- 

•  A  preliminary  report  of  this  work  was  made  in  1914  at  the  St.  Louis  meeting 
of  the  American  FfaysioIoKical  Society.  Also  some  of  the  results  were  presented 
is  a  paper  read  before  the  Allegheny  County  Medical  Society,  February  16, 191S, 
a  brief  abstract  of  which  was  published  in  the  Bulletin  of  that  society.  The  later 
results  were  presented  before  the  1015  meeting  of  the  American  Phyaiologieal 
Society  at  Boston. 
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ever,  ail  do  not  agree.  As  the  arm  band  pressure  is  still  furtiier  lowered, 
the  tracings  of  arterial  pulsation  gradually  diminish  and  finally  disap- 
pear. Another  series  of  criteria  for  locating  the  systolic  and  diastolic 
blood  pressures  are  certain  of  the  various  phases  of  sounds  produced 
and  heard  through  a  stethoscope  when  the  arm  band  is  compressing  the 
artery  at.different  levels  of  pressure. 

The  results  of  the  present  study  lead  to  the  conclusion  that  none  of 
these  various  above  described  commonly  accepted  criteria  for  obtainii^ 
the  systohc  and  diastolic  blood  pressures  yield  correct  measurements, 
but  give  readings  which  are  too  high.  The  amount  of  error  depends 
upon  and  varies  directly  as  the  resistance  of  the  arterial  wall  to  com- 
pression and  distensioa. 

This  means,  among  other  things,  that  the  results  show  that  the 
greatest  pulsatory  oscillations  obtained  from  a  plethysmographic 
tracing  of  a  finger  or  limb,  or  from  an  arm  band  are  not  obtained  when 
the  counterpoise  pressure  is  exactly  equal  to  the  diastohc  pressure, 
in  other  words,  that  the  commonly  accepted  principle  of  Marey  (I) 
does  not  hold.  Marey  argued  that  in  this  state  the  blood  vessels 
would  be  completely  relaxed  so  that  their  walls  would  fluctuate  freely 
as  if  floating  passively  between  the  pressures  of  the  blood  within  the 
vessel  and  that  of  the  counterpoise  pressure  without  the  vessel.  But 
we  bold  that  Marey's  principle  is  not  true  even  provided  the  oscillations 
of  blood  pressure  be  infinitely  small,  or  that  the  movement  of  mercury 
in  the  manometer  be  infinitely  small  or  that  the  dilation  of  the  vessel 
during  systole  be  infinite^  small.  For,  we  argue,  the  moment  the 
blood  pressure  begins  to  rise  above  the  diastolic,  at  once  the  blood 
vessel  must  begin  to  be  distended.  This  distention  must  be  sufficient 
to  allow  the  displacement  necessary  to  fill  the  space  in  the  mercury 
manometer  caused  by  the  elevated  pressure.  Therefore,  necessarily, 
the  instant  the  blood  pressure  begins  to  rise  above  the  diastolic,  there 
will  be  interference  with  the  transmission  of  the  arterial  pulse  wave, 
or  the  transmitted  oscillation  will  be  damped  by  the  stretched  blood 
vessel.  As  a  matter  of  fact,  the  most  favorable  point  for  the  trans- 
mission of  extremely  minute  arterial  oscillations  of  pressure  is  where 
the  vessel  is  in  a  partially  collapsed  condition,  for  here  is  possible  the 
easiest  fluctuation  in  volume  with  the  least  bending  of  the  walls  of  the 
vessel.  The  sides  of  the  vessel  in  this  condition  are  not  flattened  but 
are  curved  (fig.  8,  B).  So  Marey's  principle  is  not  true  even  under 
theoretical  conditions. 

It  is  upon  the  Marey  principle  that  the  most  commonly  accepted 
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clinical  methodB  of  measuring  diastolic  blood  preesure  rest,  for  as  men- 
tioned above,  the  practice  is  to  take  as  the  criterion  of  diastolic  pressure 
the  lowest  point  on  the  greatest  oscillation  or  the  Erst  beat  where  the 
amplitude  of  the  oscillations  begins  to  decline.  Likewise,  until  very 
recently  critical  scientific  opinion  has  been  almost  as  overwhelming 
in  favor  of  the  Marey  principle.  However,  some  have  not  accepted  it. 
For  example,  Martin  (2)  advocated  raising  external  pressure  till  diminu- 
tion occurred,  and  then  lowering  it  till  diminution  occurred  and  that 
the  average  be  taken  as  the  mean  blood  pressure.  Also,  Mosso 
(3)  thought  he  measured  the  mean  pressure  by  taking  the  mean  point 
on  the  greatest  oscillation  (instead  of  the  lowest  point).  Boy  and 
Adami  (4)  claimed  the  true  diastolic  pressure  was  slightly  (4  to  5 
mm.  of  mercury)  below  that  of  the  point  of  greatest  oscillations. 
Hill  and  Bernard  (5)  took  the  lowest  point  of  the  greatest  oscillation 
to  be  the  mean  blood  pressure.  Oliver  (6)  held  that  the  greatest 
oscillations  occur  at  the  mean  blood  pressure.  The  excellent  work  of 
MacWilliam  and  Melvin  (7)  was  not  seen  by  us  until  our  work  was 
about  half  completed.  They  found  that  the  greatest  oscillations  oc- 
curred at  a  point  where  the  counterpoise  pressure  was  raised  sufficiently 
above  the  true  diastolic  to  cause  the  blood  vessels  to  be  completely 
flattened  at  the  diastolic  level.  But  when  using  a  iai^r  rubber  tube 
it  was  observed  to  be  only  half  flattened  at  the  diastolic  level.  They 
did  not  explain  why  this  was  so.  Our  results  offer  an  explanation  for 
the  apparent  discrepancy.  Wiggers  (8)  calls  attention  to  interesting 
work  by  Christen  (9) .  However,  we  have  been  unable  to  obtain  access 
to  the  original  publication. 

FLAN    OF   EXPEBrUENTA'nON 

The  plan  of  experimentation  adopted  was  to  use  the  simplest  possible 
physical  models  to  work  out  the  underlying  physical  principles  involved 
in  the  process  of  niaking  clinical  blood  pressure  measurements  with 
the  arm  band  or  plethysmc^aph.  Complicated  models  with  artificial 
heart,  aorta,  other  vessels,  peripheral  resistance  and  artificial  heart 
beat  of  normal  rate  and  circulatory  fluid  in  motion,  were  thought  to 
make  difficult  the  recognition  and  analysis  of  the  processes  going  on. 
The  pressure  was  controlled  by  raising  and  lowering  pressure  bottles. 
These  changes  in  pressure  which  were  graphically  recorded  were  made 
accurately  and  slowly  cnoi^h  to  permit  the  easy  analysis  of  the  results. 

The  sounds  produced  were  studied  and  the  mechanism  of  their  pro- 
duction ascertained  as  completely  as  possible  at  this  time. 
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After  the  physical  experiments  were  fairly  well  advanced  a  series  of 
experiments  on  the  dog  were  performed  according  to  the  following 
plan:  The  dog's  own  heart  beat  was  stopped  but  the  pressure  curve 
in  the  aorta  was  maintained  artificially  by  a  supply  of  warm  0.9  per 
cent  NaCl  mixed  with  blood.  It  was  so  arranged  that  pulsations  were 
made  from  a  certain  known  and  controlled  minimum  or  diastolic  pres- 
sure up  to  a  certain  known  and  controlled  maximum  or  systolic  pressure. 
The  pulsations  were  made  slowly  enough  to  permit  easy  analysis  of  the 
tracings.  In  this  way  the  pressure  curve  in  the  aorta  was  a  known 
quantity.  Readings  by  the  arm  band  method  were  then  made  and 
compared  with  the  actual  pressure. 

The  results  of  the  physical  experiments  were  found  to  be  applicable 
to  and  in  agreement  with  those  of  the  animal  experiments. 

GXPBRIHENTAL   RBSULTS 

A  good  many  physical  experiments  of  a  very  elementary  character 
were  performed  which  are  not  included  in  this  paper  for  the  reason 
that  they  are  already  well  known  and  they  do  not  bear  directly  on  the 
problem  under  investigation  here.  Even  some  that  are  reported  here 
are  not  offered  as  new  or  original ;  but  they  are  given  in  order  to  form  a 
foundation  for  the  explanation  and  illustration  of  what  takes  place 
when  the  blood  pressure  is  measured  by  the  arm  band  method. 

The  volume  pressure  curve  of  a  rubber  membrane  was  tested.  A 
thin  piece  of  rubber  tissue  was  stretched  lightly  over  the  mouth  of  a 
thistle  tube  which  was  inserted  upward  through  the  bottom  of  a  two- 
holed  rubber  stopper.  A  glass  tube  was  inserted  through  the  other 
hole  in  the  rubber  stopper.  The  stopper  was  inserted  into  a  wide 
mouthed  bottle.  The  outer  end  of  the  thistle  tube  was  then  connected 
with  a  pressure  bottle  which  also  communicated  with  a  mercury  man- 
ometer which  traced  on  a  kymograph.  The  other  glass  tube  was  fitted 
with  a  narrow  nozzle  tip  and  bent  down  to  discharge  into  the  top  of  a 
burette. 

The  zero  point  was  obtained  by  filling  the  whole  system  with  just  the 
amount  of  water  so  that  the  tip  of  the  discharging  nozzle  just  dipped 
under  water  in  a  beaker,  while  the  level  of  the  top  of  the  water  in  the 
pressure  bottle  was  on  a  level  with  that  of  the  water  in  the  beaker, 
and  with  the  rubber  diaphragm  completely  relaxed  and  the  pressure 
equalized  on  each  side  of  it.  Then  the  beaker  of  water  was  removed 
and  at  the  same  time  the  pressure  bottle  was  very  slightly  lowered  to 
the  level  of  the  opening  of  the  nozzle.     The  curve  of  volume  as  a  funr- 


d  by  Google 


PHTBICAL  HBCHANIBUS   m  BLOOD    PRESSITRE   UKABUBBUHNTB        53 

tion  of  pressure  was  then  taken  either  by  successively  raising  the  bottle 
a  certain  distance,  or  else  by  successively  raising  it  gradually  until  a 
certain  volume  of  water  had  been  discharged  into  the  burette  (fig.  1). 
The  results  of  these  experiments  are  shown  in  the  curve  in  fig.  2. 
In  studyii^  the  curve  it  is  seen  that  at  first  when  pressure  is  brought 
on  the  membrane  it  gives  way  easily  ^id  a  relatively  sl^t  change  in 
pressure  causes  a  large  fluctuation  in  volume.  This  results  in  a  buying 
of  the  membrane  which  is  gradually  stretched  assuming  a  more  and 


F 


Fig.  1.  Arrangemeot  of  apparatus  for  obtaining  volume  pressure  curve  of 
rubber  diaphragm.  P,  preesure  bottle ;  B,  burette ;  D,  rubber  diaphragm  relaxed ; 
D',  rubber  diaphragm  distended. 

more  convex  shape.  As  this  occurs  there  is  a  diminution  of  the  rate  of 
volume  change  as  compared  with  the  rate  of  pressure  change.  So  the 
volume-pressure  curve  bends  upward.  After  a  time,  when  the  mem- 
brane is  BO  far  bulged  outward  that  it  assumes  a  more  rounded  shape, 
the  relation  alters  so  that  the  volume  increases  more  rapidly  than  the 
pressure  does.  Still  later,  when  the  walls  of  the  membrane  have 
become  bo  thinned  that  they  form  a  large  sphere  attached  at  one  side 
to  the  thistle  tube,  the  pressure  does  not  need  to  increase  any  further 


d  by  Google 


54 


CLTDE  BROOEB  AND  ABNO  B.  LUCKHABDT 


in  order  to  produce  a  further  increase  in  volume.  In  short,  the  now 
large  rubber  balloon  would  burst  if  kept  under  that  constant  pressure. 
It  has  reached  the  blow-out  phase.  In  this  state,  it  is  like  the  urinary 
bladder  and  other  physiological  spherical  sacs,  which  when  they  are 


Fig.  2.  Curve  of  volume  changes  of  rubber  diaphragm  imder 

-  Level  vrhArfi  inRirln  nnH  niitHiHp  nmuiirefl  n.re  eoual. 


-  Level  where  inBide  and  outside  pressures  a 


: pressures. 


well  filled,  but  not  over  distended,  have  no  higher  pressure  than  when 
partially  filled. 

This  line  of  experimentation  prepares  us  for  the  results  given  below 
that  when  we  seek  to  measure  a  curve  of  pulsatory  pressure  on  the  one 
side  c^  a  membrane  by  taking  a  tracing  of  the  oscillations  transmitted 
by  this  pressure  to  the  space  on  the  other  side  of  the  membrane  we  get 
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the  following  result:  By  using  the  same  sppajatus  as  in  figure  1,  but 
connecting  a  recording  manometer  in  place  of  the  narrow  tipped  nozzle 
and  coimecting  also  a  pressure  bottle  in  this  systeiu,  oseiDatioBS  of 
pressure  can  be  m^de  on  one  side  of  the  membrane  which  are  trans- 
mitted to  the  other  side.  One  aide  we  elect  as  representing  the  inside 
or  arterial  pressure,  the  other  will  be  the  outside  or  arm  band  pressure 
(%.3). 

Now,   after  having  placed  the  inside  pressure  bottle  at  diastolic 
level,  if  the  outside  pressure  bottle  is  raised  to  a  high  point,  the  mem* 


Fig.  3.  Arrangement  of  apparatus  for  recording  height  of  oscillations  made 
on  one  side  of  rubber  diaphragm  and  the  resulting  transmitted  oscillations. 
P,  inside  pressure  bottle;  P',  outside  pressure  bottle;  IM,  inside  manometer; 
OAf,  outside  manometer;  D,  rubber  diaphragm  collapsed;  D',  rubber diaphraf^  . 
distended. 

brane  bulges  in  and  adapts  itself  to  the  inside  of  the  thistle  tube.  ■  In 
this  state,  if  the  inside  pressure  bottle  is  raised  from  the  diastoUc  to  the 
systoUc  level,  there  will  be  only  a  slight  wave  of  the  pulsatory  pressure 
transmitted  to  the  outside  manometer  for  the  stretched  membrane 
applied  against  the  inside  of  the  thistle  tube  prevents  it.  Now  the 
outside  pressure  is  gradually  lowered  and  the  transmitted  pulse  oscU- 
lations  increase  until  they  reach  a  maximum.  This  maximum  is 
reached  at  the  point  where  the  mean  of  the  inside  pulsatory  pressure 
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is  just  equal  to  the  mean  oiUside  pressure-.  In  short,  the  membrane 
c^ers  less  resistance  to  the  pulse  wave  when  the  inside  pressure  is  just 
equal  to  the  outside  pressure.  And  in  order  to  reduce  the  damping 
effect  of  the  membrane  to  the  lowest  limit,  any  given  pulse  oscillation 
must  swing  equally  above  and  below  this  favorable  point  (fig.  4,  A). 
If  we  start  with  the  diastoiic  poirU  of  inaide  pressure  just  equal  to  the 
diastolic  point  of  outside  pressure,  (which  ou^t  to  produce  maximal 
oscillations  according  to  Marey's  principle),  the  oscillations  transmitted 
and  recorded  on  the  tracing  by  the  outside  manometer  are  not  so  great 
as  they  were  in  the  above  experiment.  The  reason  for  this  is  that  the 
membrane  is  at  a  favorable  point  of  complete  relaxation  at  the  begin- 
ning of  the  pulse  Wave,  but  it  must  become  more  and  more  stretched 
as  the  pressure  rises  above  the  diastolic  level  (fig.  4,  B).  The  reverse 
is  true  when  the  inside  pressure  at  systolic  level  is  just  balanced  by  the 


Fig.  4.  Diagram  showing  moveoaents  of  rubber  diaphragm  caused  by  oscil- 
lations in  pressure.  I,  inside  pressure  space;  O,  outside  pressure  space;  A,  when 
mean  inside  and  outside  pressures  are  equal ;  B,  when  diastolic  inside  and  oiiteide 
pressures  are  equal;  C,  when  systolic  inside  and  outside  pressures  are  equal; 
D,  M,  S,  position  o[  rubber  diaphragm  at  diastolic,  mean  and  systolic  pressures. 

systolic  point  of  outside  pressure.  Here  f^^in,  the  transmitted  oscil- 
lations are  not  so  great  as  those  where  the  mean  inside  pressure  is  just 
equal  to  the  outside  pressure  (fig.  4,  C). 

Therefore,  where  the  mean  inside  pressure  is  just  equal  to  the  mean 
outside  pressure  is  the  most  favorable  point  for  the  traasmission  of  pulsar 
tory  waves  through  a  rubber  diaphragm,  and  therefore,  it  is  the  point 
of  greatest  transmitted  pulsatory  oscillations.' 

Although  the  above  principle  is  true  for  a  rubber  membrane  which  is 
flat  and  which  under  high  pressure  bulges  out  and  becomes  spherical 
in  shape,  it  does  not  follow  that  it  must  be  true  for  a  rubber  tube  or 
for  blood  vessels,  which  are  cylindrical  in  shape. 

The  curve  of  volume  pressure  of  a  rubber  tube  of  a  thinness  and  a  soft- 

■This  is  true  within  the  lower  limits  of  the  elasticity  of  the  diaphragm.  If 
the  inside  diastolic  pressure  is  so  great  as  to  distend  the  diaphragm  into  a  spherical 
balloon  with  thin  walls,  this  law  is  altered.  But  that  need  not  be  discussed  in 
this  paper. 
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neas  ratiier  similar  to  that  of  a  large  blood-vesBel  was  taken  in  the  same 
manner  as  was  the  curve  for  the  diaphragm  dcBcribed  above.  The 
curve  is  different  from  that  of  the  rubber  diaphragm.  That  is,  the 
volume-pressure  curve  of  the  rubber  tube,  within  the  limits  of  pressure 
used,  passes  through  three  phases  (fig.  5).'    The  first  phase  is  where 
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Fig.  5.  Curve  of  volume  change  of  rubber  tube  under  yarious  pressures. 

I,  first  phase;  9,  second  phase;  S,  third  phase; level  where  inside  and  out- 

eide  pressures  are  equal. 

■  If  the  inside  pressure  were  increaaed  to  the  bursting  point  of  the  tube  the 
curve  would  be  altered  as  was  the  case  in  the  rubber  balloon  phase  of  the  diaphragm 
experiment,  but  this  need  not  be  entered  into  here,  because  it  is  not  encountered 
in  taking  blood  pressure  readings. 
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the  outaide  pressure  is  sufficiently  h^ier  than  the  inside  to  cauae  Hie 
vessel  to  be  collapsed.  Her«agiven  increase  in  pressure  inside  the  tube 
gives  the  least  change  in  volume  because  the  vessel  is  more  or  less  com- 
pletely collapsed  and  the  transmission  of  pressure  is  damped  by  the 
outside  pressure  which  holds  the  tube  more  or  less  tightly  shut.  In 
the  second  phase  there  is  the  greatest  change  in  volume  with  a  given 
change  in  pressure  because  the  vessel  merely  changes  in  shape  from  the 
collapsed,  fiat  closed  to  the  passively  rounded,  open.  This  does  not 
require  stretching  of  the  walls  of  the  vessel,  but  only  requires  bending 
of  them.  In  the  third  phase  the  tube  is  open  and  round.  An  increase 
m  volume  requires  increase  in  circumference  of  the  tube.  This  re- 
quires that  the  walls  of  the  rubber  tube  be  actually  stretched;  not 
merely  bent.  So  here,  as  in  the  first  phase,  the  increase  in  volume  is 
small  with  a  given  increase  in  pressure;  but  it  is  not  as  small  as  in  the 
first  phase. 

Other  conditions  being  equal,  the  smaller  the  calibre  of  the  tube,  the 
greater  are  the  differences  between  the  three  phases  of  the  curves. 

Next  in  order  is  the  consideration  of  the  transnussion  of  pulsatory 
oscillations  made  by  the  inside  pressure  and  recorded  by  the  outside 
pressure.  The  arrangement  of  the  apparatus  is  shown  in  figure  6. 
It  is  similar  in  principle  to  that  described  above  for  the  rubber  dia^ 
phragm  experiment.  . 

Begmning  with  the  outside  pressure  at  so  high  a  point  that  the 
rubber  tube  was  flatly  collapsed  thereby,  oscillations  of  the  inside 
pressure  were  made  slowly  and  accurately  by  raising  and  lowering  the 
inside  pressure  bottle.  A  level  was  arbitrarily  selected  as  the  diastolic 
pressure,  and  another  level  conveniently  located  above  it  was  arbi- 
trarily taken  for  the  syetofic  pressure.  In  this  way  the  pulse  oscillations 
throughout  the  experiment  were  controlled  and  kept  at  the  same  level. 
They  were  made  slowly  and  steadily  so  that  the  tracing  would  be 
accurate. 

The  results  of  this  series  of  experiments  are  as  follows:  Beginning 
with  the  outside  pressure  at  quite  a  high  level  and  making  pulsatory 
oscillations  in  the  inside  pressure  from  the  diastolic  to  the  systolic  level 
it  was  found  that  very  tiny  oscillations  were  transmitted  to  the  outside 
manometer.  It  was  very  difficult  to  raise  the  outside  pressure  to  such 
a  great  height  that  no  oscillations  whatever  were  transmitted.  In 
other  words,  the  point  where  the  oscillations  first  appeared  was  far 
above  the  true  systolic  pressure.     The  height  above  the  aysiotic  ai  which 
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they  first  appeared  varied  directly  as  the  delicacy  of  the  tracing  mechanism, 
and  also  directly  as  the  resistance  of  the  vessel. 

Then,  as  the  pressure  in  the  outside  system,  or  as  the  outside  pressure 
bottle  was  lowered,  the  transmitted  pulsations  were  correspondingly 
gradually  augmented  until  they  reached  a  maximal.  This  point  of 
maximal  pvlsaiions  however,  was  at  a  much  higher  level  than  the  true 
diastolic  pressure. 

As  the  outside  pressure  bottle  was  further  lowered  there  was  ade- 
crease  in  the  transmitted  oscillations  until  they  became  very  small. 


Fig.  7.  Traaing  showing  traosniitted  pulsatory  oscillatiooB  made  by  inside 
pressure  and  recorded  by  outside  pressure.  A-B,  actual  oacillatione  inside  of 
rubber  tube;  C-D,  transmitted  oscillations. 

And,  like  those  small  oscillations  seen  when  the  outside  pressure  was 
extremely  high,  it  was  very  difficult  to  reach  a  point  where  they  dis- 
appeared completely,  and  also  like  them,  the  point  to  which  they 
descended  varied  directly  as  the  delicacy  of  the  tracing  mechanism. 

Figure  7  shows  a  typical  tracing  taken  as  just  described.  Note  that 
in  this  instance,  even  the  lowest  point  of  the  greatest  oscillations  is 
at  a  point  not  only  above  the  diastolic,  but  even  above  the  systolic 
pressure. 

The  alterations  in  the  shape  of  the  vessel  or  the  rubber  tube  during 
the  taking  of  this  tracing  are  interesting  and  signiEcant.     In  the  ordi- 
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nary  experiments  with  our  model,  at  the  highest  point  on  the  tracing 
where  the  outside  pressure  is  high  above  the  inside  pressure,  the  tube 
is  completely  collapsed,  except  when  there  are  two  little  spaces,  one  at 
each  comer  of  the  flattened  tube,  which  are  not  completely  closed 
(fig.  8,  A) .  These  unclosed  spaces  at  each  comer  open  slightly  when  the 
inside  pressure  rises  from  diastolic  up  to  systolic  level.  As  the  outside 
pressure  is  lowered  these  spaces  increase  in  size  until  they  attain  a  size 
where  the  arterial  tube  opens  very  slightly  when  the  inside  pressure 
reaches  systolic  level  (fig.^,  B).  As  the  outside  pressure  is  still  further 
lowered,  the  arterial  tube  continues  to  open  wider  until  it  reaches  the 
point  where  the  greatest  transmitted  oscillations  are  traced.  At  this 
level,  at  the  diastolic  pressure  the  arterial  tube  is  more  or  less  completely 
collapsed,  at  the  mean  pressure  the  tube  has  become  about  half  col- 
lai^ed  and  at  systolic  pressure  it  has  rounded  and  filled  out  and  then 
become  slightly  stretched  (^.  8,  C).    Thedegreeof  fluctuation  depends 


'  Fig,  8.  Cross-section  of  vessel  or  rubber  tube  showing  changes  in  shape  during 
oscillations  of  pressure.  A,  when  outside  pressure  is  high  above  inside  pressure, 
tube  completely  or  almost  completely  collapsed.  B,  outside  pressure  lower  than 
A,  vessel  partly  open;  C,  outside  pressure  still  further  lowered. 

upon  the  ratio  of  volume  of  the  arterial  tube  to  the  volume  of  the 
manometer. 

Here,  as  with  the  diaphragm  experiment,  there  is  a  favorable  point 
where  oscillations  are  most  readily  transmitted.  It  is  not  at  the  point 
where  mean  inside  pressure  exactly  equals  mean  outside  pressure,  be- 
cause the  curve  of  volume-pressure  of  the  rubber  tube  is  not  the  same 
above  this  point  as  it  is  below  it.  In  this  regard  it  does  not  behave 
like  the  rubber  membrane.  For  within  limits  it  is  more  difficult  to 
expand  the  rubber  tube  more  completely  above  the  favorable  point 
than  it  is  to  collapse  it  more  completely.  Therefore,  in  order  to  com- 
pensate for  this  inequaUty  in  the  tube's  curve  of  pressure,  the  greatest 
oscillations  may  be  obtained  if,  when  beginning  the  tracing,  the  mean 
of  the  outside  pressure  be  elevated  above  the  mean  of  the  arterial  or 
inside  pressure.  Just  how  much  of  this  compensatory  elevation  is 
necessary  depends  upon  (1)  the  pressure-volume  curve  of  that  partic- 
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ular  arterial  tube;  (2)  upon  the  amplitude  of  the  inside  pulsatory 
oscillations;  and  (3)  upon  the  volume  of  displacement  necessary  in  the 
outside  mercury  manometer  in  order  to  accommodate  itself  to  the  change 
of  pressure. 

That  is  (1)  the  larger  the  calibre  and  the  thinner  and  softer  the  walla 
of  the  tube,  the  more  the  curve  of  volume  pressure  would  be  extended, 
and  therefore,  a  slight  change  in  pressure  would  cause  a  great  increase 
in  volume,  or  in  other  words,  there  would  be  only  slight  damping  of  a 
transmitted  pulse  wave,  in  which  case  the  "compensatory  elevation" 
required  would  be  slight.  But,  on  the  other  hand,  the  thicker  and 
more  rigid  the  tube  and  the  smaller  its  calibre,  the  greater  would  be  the 
necessary  compensatory  elevation. 

Also,  (2)  when  the  inside  pulsatory  oscillations  are  small  the  "com- 
pensatory elevation"  is  slight,  but  the  greater  the  inside  oscillations  the 
greater  must  be  the  "  compensatoiy  elevation  "  of  outside  pressure. 

And  (3)  if  the  calibre  of  the  outside  manometer  is  small,  only  a  sUght 
change  in  volume  is  required  to  fill  up  the  space  displaced  in  the  proxi- 
mal limb  of  the  mercury  which  is  depressed  by  the  increase  in  pressure. 
Therefore,  the  arterial  tube  need  not  fluctuate  greatly  in  volume  in 
order  to  transmit  the  required  pressure  wave.  In  this  case,  the  "com- 
pensatory elevation"  of  outside  pressure  would  be  relatively  small. 
But  when  the  outside  manometer  is  large  in  cahbre  it  will  require  lai^ 
volume  fluctuation  of  the  arterial  tube.  This  in  turn  will  necessitate 
a  lai^e  compensatory  elevation. 

So  the  favorable  point  above  and  below  which  the  oscillations  swing 
is  not  a  definitely  fixed  point,  but  varies  with  the  conditions  of  the 
experiment.  However,  it  is  alioays  necessary  to  have  the  mean  oulside 
pressure  more  or  less  elevaied  above  the  mean  inside  •pressure. 

There  is  here,  as  in  the  diaphragm  experiment  described  above,  a 
"most  favorable  point"  at  which  oscillations  can  be  transmitted  with 
the  least  damping.  But  it  is  unlike  the  diaphn^im  experiment  in  thb 
regard:  In  the  diaphragm  experiment  this  most  favorable  level  is  a 
fixed  point  which  never  alters  with  altered  amplitude  of  arterial  pul- 
sations, nor  with  thickness  of  the  rubber  diaphrf^m,  nor  with  the  cali- 
bre of  the  mercury  manometer;  whereas  with  the  rubber  tube  experi- 
ment, this  most  favorable  point  is  a  movable  point.  That  is,  the 
point  changes  with  the  amplitude  of  arterial  pulsations,  with  the  ratio 
of  the  volume  of  the  rubber  tube  to  the  calibre  of  the  manometer.  The 
reason  for  this  difference  between  the  location  of  the  favorable  point  in 
the  diaphragm  and  in  the  elastic  tube  is  found  in  the  volume-pressure 
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curves  of  these  two  mechanisms.  The  diaphragm  transmits  inside 
oscillations  with  least. damping  when  the  mean  inside  pressure  is  just 
equal  to  the  mean  outside  pressure,  for  in  this  state  the  diaphragm  is 
most  completely  relaxed  and  can  fluctuate  most  freely  inward  or  out- 
ward by  bending  and  witJiout  much  stretching.  The  essential  point 
is  that  Oie  votume-pressure  curves  above  and  below  this  point  are  identical. 
TbaA  is,  the  increased  damping  is  equally  increased  whether  the  inside 
pulsation  is  negative  or  positive,  or  in  other  words  whether  it  extends 
above  or  below  this  point.  Therefore,  no  matter  how  great  the  inside 
pulsation,  it  must  swing  equally  above  and  below  this  favorable  point 
in  order  to  suffer  the  least  amount  of  damping.  So  also  it  is  with  the 
factor  of  calibre  of  the  manometer.  The  greater  the  calibre  of  the  man- 
ometer the  greater  must  be  the  volume  displaced  by  the  movement  of  the 
oolunm  of  mercury  in  a  given  change  of  pressure  recorded  by  the  man- 
ometer. Therefore,  the  greater  the  manometer's  calibre  the  greater 
will  be  the  amount  of  fluctuation  of  the  diaphragm  to  displace  the  re- 
quired amount  of  mercury.  This  means  that  the  greater  the  calibre 
of  the  manometer  the  greater  the  damping  effect  caused  by  the  stretch- 
ing of  the  membrane.  Nevertheless  this  greater  damping  effect  would 
be  exercised  equally  and  identically  above  and  below  the  most  favorable 
point.  Therefore,  changes  in  the  calibre  of  the  manometer  do  not 
change  the  position  of  this  most  favorable  point  for  transmitting 
oscillations. 

Consider  now,  the  same  factors  in  the  elastic  tube  experiment.  With 
the  elastic  tube  it  was  found  that  the  most  favorable  level  is  not  a 
fixed  point,  but  varied  with  the  conditions  of  the  experiment.  It 
varied  with  the  amplitude  of  the  arterial  pulsations,  with  the  calibre 
of  the  manometer,  and  with  the  calibre  of  the  tube,  and  with  the  stiff- 
ness <rf  the  tube.  The  essential  point  here  is  that  the  volume-pressure 
curve  is  not  identical  above  and  below  the  point  where  the  mean  arterial 
pressure  is  just  equal  to  the  mean  transmitted  pressure,  nor  is  it 
identical  above  and  below  any  other  point.  But  as  seen  above,  the 
three  phases  of  elasticity  of  the  rubber  tube  includ*ed  in  this  study  are 
al!  different  from  one  another.  Therefore,  the  most  favorable  area  on 
this  curve  for  the  transmission  of  any  given  inside  oscillation  will  vary 
according  to  the  amount  of  fluctuation  of  the  tube  which  is  caused  by 
the  oscillation.  If  the  amoimt  of  fluctuation  is  extremely  small  the 
area  is  more  toward  the  top  of  the  second  phase  (fig.  9) .  As  the  arterial 
pulsations  increase  in  magnitude,  requiring  greater  fluctuation  of  the 
tube,  the  favorable  region  on  the  curve  includes  that  part  of  the  curve 
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whioh  was  used  for  the  small  pulsation,  but  there  ia  added  to  it  a  lesser 
part  from  above  and  a  greater  part  from  below,  wheu  there  is  included 
all  of  the  region  in  the  upper  and  middle  portion  of  the  second  phase. 
As  arterial  pulsations  continue  to  increase  in  magnitude,  the  whole  of 
the  second  phase  is  included  tc^ether  with  a  small  portion  of  the  third 
phase.  After  this,  continued  increase  in  magnitude  of  pulsations  causes 
the  addition  of  larger  amounts  of  the  third  phase,  with  lesser  amount  of 
the  second  phase. 


Fig.  9.  I,  II,  III,  IV,  V,  area  of  volume-pressure  curve  occupied  by  maximal 
traasmitted  oacillatioDS  when  arterial  oscillations  are  oF  different  magnitude. 
I,  minute  arterial  oscillation;  V,  large  arterial  oscillatioD;  A,  Alteration  of  mean 
point  on  maximal  transmitted  oscillation. 

Thus,  with  very  nuBUte  arterial  pulsations,  the  mean  point  of  the 
maximal  transmitted  oscillation  is  at  the  point  where  the  outside  pres- 
sure is  at  a  level  above  the  point  where  mean  arterial  is  just  e<i|ual  to 
mean  transmitted  oscillation.  As  arterial  oscillations  are  increased  in 
amplitude,  the  mean  point  of  transmitted  oscillations  moves  ufiward. 
That  is,  the  outside  pressure  must  be  increased  in  order  to  Obtain 
maximal  oscillations.  This  upward  movement  of  the  mean  of  o'utside 
maximal  pulsation  continues  xmtil  the  arterial  pulse  has  increased  to 
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such  amplitude  that  the  vessel  is  carried  through  the  whole  of  the 
second  phaee  and  the  lower  portion  of  the  third  phase  of  the  volume- 
presBUre  curve  of  the  arterial  tube.  After  this,  further  increase  in 
amphtude  of  arterial  pulsation  causes  the  mean  point  of  maximal  out- 
side pulsation  to  move  downward  again,  for  the  third  phase  of  the  elas- 
tic tube  transmits  more  favorably  than  does  the  first  phase,  and  Uie 
increased  fluctuations  of  the  tube  are  made  more  in  the  third  phase, 
and  less  in  the  flrst  phase. 

Or,  in  other  words,  as  the  arterial  pulse  wave  increases  from  the 
very  small  pulse,  on  up  to  a  large  pulse  wave,  at  first  the  mean  outside 
pressure  must  be  raised  sufficiently  above  the  mean  inside  pressure  to 
just  partially  collapse  the  vessel.  In  this  state  the  least  amount  of 
bending  of  its  walls  will  give  the  required  fluctuation  in  voliune.  This 
is  the  most  favorable  point  for  transmission  of  these  minute  oscillations. 
As  the  arterial  pulsations  are  increased  in  amplitude,  the  mean  outside 
pressure  must  be  raised  higher  than  it  was  with  the  CTnall  arterial  pul- 
sations, because  the  vessel  is  more  easily  bent  inward  or  collapsed  than 
it  is  bent  outward  or  expanded,  as  is  shown  by  the  volume-pressure 
curve  in  this  region.  That  is,  when  sufficient  extra  outside  pressure 
is  made  the  tube  partially  collapses  because  the  outside  pressure  over- 
comes the  natural  tendency  of  the  tube  to  assume  a  rounded  shape. 
In  this  partially  collapsed  state  the  outside  pressure  balances  the 
elasticity  outward  pull  of  the  vessel  toward  the  rounded  shape.  Here 
it  is  easier  to  swing  the  walls  inward  and  further  collapse  the  tube  than 
it  is  to  swing  them  outward  and  further  dilate  the  tube.  Therefore, 
as  the  arterial  pulsations  are  increased  in  amplitude  from  the  small 
oscillations  up  to  somewhat  larger  ones,  the  outside  pressure  must  be 
raised  in  order  to  secure  maximal  transmitted  oscillations,  for  in  so 
doing  the  advantage  is  taken  of  using  more  of  the  second  phase  where  the 
fluctuation  is  easier,  and  uaing  lees  of  the  upper  and  part  of  the  second 
phase  where  fluctuation  is  mace  difficult  (fig.  9),  As  the  arterial 
pulsations  are  further  increased,  the  mean  outside  pressure  must  con- 
tinue to  be  raised  still  further  in  order  to  continue  to  make  use  of  a 
greater  added  portion  of  the  easy  inward  bend  of  the  collapsing  tube, 
and  of  a  lesser  added  portion  of  the  difficult  fluctuation  of  the  outward 
expanding  tube. 

This  process  continues  until  at  the  diastolic  arterial  pressure  the 
vessel  is  so  far  collapsed  that  its  walls  are  touching  in  the  middle  (fig.  8, 
B),  or  it  has  reached  the  top  of  the  first  phase  of  the  volume-pressure 
curve  where  oscillations  are  transmitted  with  more  difficulty  than  they 
are  in  the  third  phase  (figs.  5,  9). 
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Thraefore,  from  now  on,  as  the  arterial  pulsations  are  further  aug- 
mented it  is  easier  to  provide  the  increased  fluctuation  of  the  volume 
of  the  arterial  tube  by  extra  expansion  with  extra  stretching  of  tjie  walls 
during  systole,  than  by  extra  compres- 
sion with  extra  flattening  of  the  already 
almost  completely  collapsed  vessel.  This 
requires  that  the  mean  of  maximal  trans- 
mitted  oscillation  shall  turn  a,bout  and 
instead  of  moving  upward  ehall  move 
downward,  or  shall  not  move  upward, 
or  at  least  shaU  not  move  upward  as  fast 
as  before,  i.e.,  upward  or  downward  as  re- 
gards the  height  of  the  cuff  or  outside 
pressure.  Somuchfortheeffect  of  altera- 
tions in  amplitude  of  arterial  pulse  on  the 
location  of  the  mean  point  of  maximal 
transmitted  osciUations.  A  similar  dis- 
cussion could  be  carried  through  either  as 
regards  calibre  of  manometer;  resistance 
of  vessel;  or  calibre  of  vessel.  However, 
since  the  philosophy  is  very  much  the 
same  in  all  these  factors,  it  is  deemed 
unnecessary  to  go  through  it  here. 

Further  light  b  cast  upon  the  essential 
points  of  the  whole  problem  by  tracing 
with  the  above  described  apparatus  on  a 
moving  dnmi,  curves  showing,  not  only 


Fig.  10.  Diagram  showing 
curve  of  arterial  or  inside  pres- 
sure from  diastolic  up  to  systolic 
and  the  resulting  transmitted  the  amplitude  of  the  inside  and  outside 
pressure  curves  produced  when  pressure  changes,  but  the  form  of  the 
arm  band  or  outside  pressure  is  curves  piade  by  such  a  tracing.  In  short, 
while  the  driun  was  moving  at  a  constant 
speed  the  inside  pressure  was  raised  from 
the  diastolic  point  to  the  systolic  point 
at  a  constant  speed.  This  caused  the 
inside  pressure  manometer  to  trace  a 
straight  line  which  was  directed  upward 
and  to  the  right  at  an  angle  of  about 
forty-five  degrees  with  the  base  line  (fig. 
10,  D,  jS.)  Then  the  inside  pressure  bottle  was  lowered,  at  the  same 
constant  speed,  back  to  diastolic  level.     These  tracings  were  several 


placed  at  various  levels,  together 
with  the  accompanying  changes 
in  the  shape  of  the  vessel.  D-S, 
diastolic  to  systolic — true  pres- 
sure; d-a,  curves  of  transmitted 
oscillations  from  diastolic  to  sys- 
tolic pressures,  when  outride 
pressure    is    placed    . 
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times  repeated,  the  inside  manometer  traveling  over  the  same  line,  but 
startii^  with  the  outside  pressure  at  different  levels. 

It  is  noted  that  when  beginning  with  the  outside  pressure  high  (fig.  10, 
</i,4i),  there  is  very  little  change  in  the  height  of  the  outside  pressure  which 
was  almost  a  straight  line.  When  beginning  with  the  outside  pressure 
somewhat  lower,  there  is  very  little  chat^e  in  the  outside  pressure 
curve,  as  the  inside  pressure  rises  from  the  diastohc  up  to  the  systolic 
level,  imtil  at  the  very  last  just  before  reaching  systolic,  when  there 
is  a  sharp  upward  hook  to  the  curve.  It  is  also  noted  here  that  the 
arterial  tube  is  rather  tightly  collapsed  until  the  point  where  this  sharp 
upward  hook  occurs,  and  there  the  tube  begins  to  open  slightly.  Begin- 
ning with  the  outside  pressure  set  at  lower  levels,  the  outside  pressure 
curve  alters  as  shown  in  the  tracing  and  diagram  in  figure  10,  dt,  34. 
Here  where  the  point  of  greatest  transmitted  oscillations  is  reached  it  is 
noted  that,  beginning  at  the  diastolic  point,  the  outside  pressure  curve 
is  at  first  slow  in  nsing;  then  it  rises  sharply,  and  then  more  slowly  again. 
It  traces  an  S-shaped  three  phase  curve,  which  is  similar  to  the  volume- 
pressure  curve  of  the  rubber  tube.  Also,  it  is  noted  that  the  arterial 
tube  is  more  or  less  completely  flattened  at  the  beginning  where  the 
curve  is  slow  in  rising,  then  the  tube  opens  out  and  becomes  round  in 
the  region  where  the  abrupt  rise  in  pressure  is  noted,  and  the  tube  is 
partly  distended  in  the  upper  region  where  the  curve  is  again  slowed 

When  beginning  with  the  outside  pressure  low,  say  with  inside  and 
outside  pressure  equalized  at  the  diastolic  point  (the  point  where 
according  to  Marey  the  greatest  transmitted  oscillations  ought  to 
occur  (fig.  10,  de,  Sf)  the  transmitted  oscillations  are  small.  At  first 
the  arterial  tube  is  passively  rounded  and  the  curve  starts  upward, 
but  as  the  inside  pressure  continues  to  rise  the  arterial  tube  becomes 
partly  distended  at  which  point  the  curve  sharply  bends  over  and  does 
not  rise  much  afterward,  while  the  inside  pressure  is  continuing  on  its 
way  up  to  systolic  level. 

These  experiments  are  identical  with  those  just  described  above  except 
they  show  a  graphic  curve  of  the  whole  course  and  shape  of  the  pressure 
curves  on  a  moving  drum,  instead  of  merely  showing  their  amplitude 
on  a  stationary  drum.  They  show  that  the  most  favorable  region  for 
the  transmission  of  pressure  oscillations  is  when  the  arterial  tube's 
walls  are  partially  collapsed  and  can  therefore  fluctuate  inVard  and  out- 
ward, changing  the  volume  easily,  without  involving  any  actual  stretch- 
ing of  the  walls.  This  required  that  the  mean  outside  pressure  must  be 
higher  than  the  mean  inside  pressure. 
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With  these  principles  is  mind  a  series  of  animal  experiments  was 
performed,  as  was  mentioned  in  the  introduction.  The  object  of  these 
animal  experiments  was  to  find  out  where  the  first  oscillations  occur 
and  also  where  the  greatest  oscillations  occur  when  an  arm  band  was 
placed  about  a  dog's  neck,  instead  of  a  patient's  arm,  and  when  the 
pressure  in  the  cuff  was  raised  to  a  high  point  and  then  gradually 
lowered.    The  arrangement  is  shown  in  figure  11.    But  in  order  to 


Fig.  11.  Airangement  of  apparatus  for  producing  artificial  pulsatory  oscil- 
lations of  pressure  in  dog's  aorta  and  for  recording  the  oscillations  transmitted 
by  an  arm  band  placed  about  the  doR'a  neck.  P,  systolic  presflure;  P',  diastolic 
pressure;  R,  reservoir  of  defibrinated  blood;  Ml,  Hystolic  pressure  manometer; 
MS,  diastolic  pressure  manometer;  MS,  manometer  recording  artificial  pulsatory 
osci]lations;M4,manometerrecoTding  armband  pressure  transmitted  oscillations; 
V,  mercury  valve. 

attain  this  object,  an  artificial  heart  beat  was  substituted  for  the  dog's 
own  heart  beat.  The  purpose  of  this  was  to  have  a  known  diastolic  and 
systolic  pressure  in  the  aorta  and  great  vessels  and  to  make  the  pulse 
beats  slow  enough  to  permit  the  mercury  manometer  to  register  accu- 
rately. For,  when  experiments  in  this  field  arc  attempted  using  the 
dog's  own  heart  beat,  the  actual  pressure  curve  in  the  aorta  is  not 
known.  Maximal  and  minimal  valves  do  not  remedy  this  difficulty 
for  they  select  and  record  only  the  highest  and  lowest  beats  and  there- 
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by  they  do  not  measure  the  general  course  of  the  average  diastoUc  nor 
that  of  the  average  systolic  pressure  and  furthermore  they  are  not 
accurate,  whereas  the  oscillations  of  the  manometer  that  are  used  to 
measure  the  diastolic  and  the  systolic  pressures  are  not  oscillations 
produced  only  by  the  highest  and  lowest  beats  but  they  are  produced 
by  a  series  of  uniform  beats.  Furthermore,  if  the  rate  of  the  heart 
beat  coincides  with  the  period  of  the  manometer  the  oscillations  are 
greatly  augmented,  but  when  the  rate  of  pulse  beat  is  such  that  it 
clashes  with  the  period  (A  the  manometer  the  oscillations  of  the  man- 
ometer are  greatly  diminished.  So  that  a  given  pulsatory  pressure, 
when  its  rhythm  is  coincident  with  the  period  of  the  manometer,  may 
cause  oscillations  of  the  manometer  which  are  several  times  greater 
than  the  same  pulsatory  pressure  at  a  rhythm  which  interferes  or  does 
not  coincide  with  the  period  of  the  manometer. 

Therefore,  to  eliminate  the  unknown  and  variable  quantity  of  the 
dog's  own  heart  beat,  an  artificial  pulse  beat  was  used;  and  to  eliminate 
tbe  error  of  augmentation  of  oscillation  of  the  manometer  caused  by 
coincidence  or  the  error  of  diminution  of  osciUations  caused  by  inter- 
ference of  rhythm  with  the  period  of  the  manometer,  the  artificial 
pulsations  were  made  so  slowly  that  neither  interference  not  coinci- 
dence could  occur. 

The  dog  was  anesthetized  with  ether  and  a  snugly  fitting  cannula 
was  inserted  into  the  abdominal  aorta  close  under  the  diaphn^m. 
By  a  large  rubber  tube  the  cannula  was  connected  with  a  large  three- 
way  cock  which  led  to  two  large  reservoir  bottles  one  on  each  aide, 
containing  blood  mixed  with  0.9  per  cent  NaCl.  One  of  these  bottles 
was  kept  at  high  pressure  (systolic),  and  the  other  at  a  low  pressure 
(diastohc).  Each  bottle  had  connected  with  it  a  manometer  which 
traced  on  the  drum  throughout  the  experiment.  The  heads  of  pressure 
in  these  two  bottles  were  kept  constant,  as  was  shown  by  their  respective 
manometers,  by  having  the  high  pressure  or  sj^olic  bottle  freely  con- 
nected with  the  air  pressure  system  of  the  laboratory,  which  is  a  forty 
gallon  tank  with  a  safety  valve  and  the  pressure  supplied  by  an  air 
pump  run  by  an  electric  motor.  While  the  experiment  was  in  progress 
the  safety  valve  was  set  at  the  desired  (systolic)  pressure  and  the  pump 
was  kept  going  so  that  some  air  was  constantly  blowing  off.  This 
maintained  the  systolic  pressure  bottle  at  a  constant.  Leading  from 
the  air  pressure  system  was  another  connection  which  led  to  the  low 
(diastohc)  pressure  bottle;  but  this  was  a  narrow  connection.  That  is, 
the  rubber  tube  was  almost  closed  by  a  screw  clip,  so  that  a  small  stream 
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of  air  from  the  air  pressure  system  was  coustantly  blowii^  through  the 
narrow  slit  into  the  low  pressure  reservoir.  In  order  to  hold  the  pres- 
sure in  this  bottle  at  the  desired  (diastolic)  level,  a  mercury  valve  (or 
a  glass  tube  dipping  under  mercury)  was  connected  with  the  bottle. 
So  by  adjusting  the  depth  of  the  tube  under  the  mercury  the  pressure 
of  the  air  in  the  bottle  could  be  controlled.  When  the  valve  was  so 
adjusted  and  the  pressures  had  become  equalized  there  was  always  a 
small  stream  of  air  bubbling  through  the  merciuy  valve. 

When  all  was  ready  the  dog's  trachea  was  opened  and  a  long  metal 
tracheal  cannula  inserted  far  down  the  trachea,  or  else  if  a  short  cannula 
was  used  the  trachea  was  dissected  out  and  turned  upward.    Then  an 
arm  band  was  placed  about  the  dog's 
neck  which  had  been  shaved.    The 
arm  band  included  the  cannula  if  it 
could  be  done  without  shutting  off  the 
dog's  respirations;  if  not,  the  trachea 
and  tracheal  cannula  were  not  includ- 
ed within  the  arm  band.    The  arm 
band  pressure  was  traced  by  a  mar 
nometer  on  a  drum.    Now  the  dog's 
heart  was  stopped  by  crowdii^  the 
anesthetic.     Next  the  artificial  arte- 
rial pulsations  were  made  by  turning 
the  three-way  cock  now  right  now 
left,  connecting  the  aorta  first  with 
Fig.  12.  Blood  pressure  traciag,     ^he  systohc  then  with  the   diastolic 
arm  band  around  dog  soeck,  cannula  l  j  i 

in  abdominal  aorta,  arterial  pulea-     Pressure  bottles. 

tions  of  pressure  made  artificially.  The  cuff  pressure  was  raised  to  a 
high  point  and  allowed  to  fall  grad- 
ually. The  tracings  showed  a  great  similarity  to  those  described 
above  on  the  artificial  model.  The  mam  points  to  be  noted  are  simihw 
to  those  noted  above  on  the  experiments  on  the  model.  The  first 
oscillations  begin  at  a  point  above  the  true  maximal  or  systolic  pressure, 
the  height  being  directly  proportional  to  the  delicacy  of  the  technique. 
The  greatest  oscillations  on  the  tracing  are  at  a  point  above  the  true 
diastolic  pressure  (fig.  12). 

In  most  of  our  experiments  this  error  is  1  or  2  cm .  Since  the  animftla 
were  normal  and  their  blood  vessels  therefore  soft  and  not  sclerotic 
and  since  they  were  deeply  vmder  the  anesthetic,  this  small  error  ought 
not  to  be  surprising.  If  we  had  encountered  a  rigid  pair  of  carotids 
we  doubtless  would  have  found  a  much  greater  error. 
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As  regards  the  jnechaniam  of  the  production  of  the  souDds  which  are 
used  for  criteria  in  measuring  blood  pressure  by  auscultation,  the  woric 
of  MacWilliam  and  MeMn  (7)  is  for  the  most  part  correct.  However, 
we  have  ^proached  the  problem  somewhat  differently,  and  have  some 
additional  observations  to  report. 

An  artificial  model  was  prepared  with  a  soft  piece  of  rubber  tubing 
of  BuitaUe  length  placed  inside  a  glass  tube  and  connected  by  a  thiee- 
way  cock  with  a  hi{^  or  systolic  pressure  bottle,  and  also  with  a  low 


Fig.  13.  Arrangement  for  studying  the  mecbaniBm  of  the  production  of  soundi 
used  in  auditory  blood  pressure  method. 

or  diastolic  pressure  bottle.  The  bottles  were  placed  at  the  de8U*ed 
levels.  Pulsations  were  made  inside  the  rubber  tube  by  turning  the  glass 
three-way  cock  first  on  the  Bystolic  and  then  on  the  diastolic  fOBSSure 
bottle.  The  piece  of  rubber  tube  connected  through  short  brass  tubes 
through  rubber  corks  to  the  sources  of  pressure  on  one  end  and  to  a 
short  soft  piece  of  rubber  tubing  on  the  other  end  (fig.  13).  Through 
another  brass  tube  inserted  through  the  rubber  cork,  air  pressure  was 
made  in  the  space  outside  the  rubber  tube  and  within  the  large  glass 
tube.    This  outside  space,  through  a  T-tube  communicated  with  the 
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merciuy  numoiueter.  Also  in  some  experiments,  a  venous  return  rub- 
ber tube  was  brought  back  through  the  outside  air  space  of  the  laige 
glass  tube  and  in  some  no  peripheral  tube  at  all  was  used.  A  stetho- 
scope was  sealed  on  to  the  side  of  the  glass  tube  with  wax  or  paste. 
When  this  was  done,  sounds  were  produced  which  roughly  correspond 
with  those  produced  in  the  artery  which  is  compressed  by  the  arm  band 
during  the  determination  of  blood  pressure  by  the  auditory  method. 

The  results  were  as  follows: 

The  first  sharp  sound  (first  phase)  which  is  heard  when  the  arm  band 
pressure  is  gradually  lowered,  occurs  when  the  elastic  vessel  or  tube  is 
tightly  closed  except  at  the  top  of  systole  at  which  point  a  small  spurt 
of  fluid  escapes  throi^h  the  narrow  slit  between  the  sides  of  the  col- 
lapsed vessel. 

The  first  dull  sound  (second  phase)  which  is  heard  when  the  arm  band 
or  outside  pressure  is  still  further  lowered,  occurs  when  it  is  quickly 
opened  and  closed  at  each  pulse  beat. 

The  second  sharp  sound  (third  phase)  occurs  when  the  vessel  is  open 
except  at  the  bottom  of  diastole,  at  which  point  the  vessel  closes  for 
an  instant  and  in  doing  so  reduces  the.  column  of  fluid  to  a  small  jet 
which  passes  throi^h  the  narrow  silt  between  the  collapsed  vessel  walls. 

The  second  short  dull  sound  (fourth  phase)  occurs  when  the  vessel 
is  at  DO  time  completely  closed,  not  even  at  diastole,  but  the  vessel  is 
partly  collapsed  at  diastole  and  fairly  well,  but  not  completely  distended 
at  systole. 

These  facta  regarding  the  relation  of  the  vessel  to  the  production  of 
the  sounds  are  presented  without  at  present  trying  to  account  decisively 
for  all  the  various  other  conditions  which  are  associated  with  the  pro- 
duction of  these  sounds. 

However,  it  would  seem  that  the  nozzle-swish  of  the  fluid  through  the 
narrow  orifice  may  well  be  the  chief  factor  in  the  production  of  this 
sharp  sound  of  the  first  and  third  phases. 

Also,  for  the  second  phase,  the  sudden  opening  and  closii^  of  ibe 
vessel  together  with  the  sudden  joining  and  separation  of  the  column 
of  liquid  may  well  be  the  chief  factors  in  the  production  of  these  sounds. 

In  the  fourth  phase  the  stretching  and  partial  collapsing  of  the  vessel, 
together  with  its  disturbing  effects  on  the  flow  of  liquid  may  well  be 
the  factors  concerned  in  the  mechanism  of  the  production  of  these 
sounds. 

The  relation  and  importance  of  these  and  other  various  conditions 
we  hope  to  study  in  the  future. 
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The  commonly  accepted  criteria  for  obtaining  the  systolic  and 
diastolic  blood  pressures  do  not  yield  correct  results,  but  give  readings 
which  are  too  high.  The  amount  of  error  depends  upon  and  varies 
directly  as  the  resistance  of  the  vessels  to  compression  and  expansion. 

That  is,  the  true  systolic  pressure  is  somewhat  lower  than  the  point 
where  the  arm  band  pressure  is  just  sufficient  to  cut  off  the  radial 
pulse,  and  it  is  also  lower  than  the  point  where  a  manometer,  con- 
nected with  the  arm  band  pressure,  when  the  arm  band  pressure  is 
gradually  lowered  from  a  high  point,  shows  the  beginning  of  oscillations. 
The  height  at  which  these  beginning  oscillations  first  appear  depends 
upon  the  delicacy  of  the  recordii^  mechanism.  Ilie  true  systolic 
pressure  may  also  be  lower  than  the  various  points  in  the  tracing  of 
arm  band  pressure  where  there  are  certain  alterations  in  the  form  of 
the  tracing;  a  dicrotic  notch,  widening  of  the  limbs,  a  sudden  increase 
of  augmentation.  The  exact  significance  of  these  latter  criteria  is  not 
yet  known. 

That  is,  secondly,  the  true  diastolic  pressure  is  somewhere  lower 
than  the  lowest  point  of  the  greatest  oscillations  that  are  produced  by 
the  manometer  connected  with  the  arm  band  pressure,  when  the  arm 
baud  pressure  is  varied  until  the  point  of  greatest  oscillations  is  located. 

This  is  contrary  to  Marey's  principle. 

In  order  to  employ  these  criteria  to  measure  blood  pressure  a  cor- 
rection is  necessary.  Unfortunately  the  amount  of  correction  varies 
with  the  resistance  of  the  arteries  to  compression  and  expansion.  In 
soft  arteries  the  error  is  not  large,  but  In  arteries  made  resistant  by 
disease  or  by  contraction  of  their  muscular  elements,  it  must  be  very 
great. 

This  same  error  is  inherent  in  the  auditory  as  well  as  the  graphic ' 
method  of  measuring  blood  pressure. 

The  sharp  sounds  of  the  first  and  third  phases  of  the  auditory  method 
of  measurii^  blood  pressure  occur  when  the  blood  is  passing  through 
a  narrow  slit  between  the  ahuost  completely  collapsed  vessel.  There- 
fore, the  sounds  may  be  due  to  a  nozzle-swish  action. 

The  first  dull  sound  heard  in  the  second  phase  occurs  when  the  ves- 
sel opens  and  closes  quickly.  Therefore,  the  sounds  may  be  due  to  the 
stretching  of  the  walls,  the  sudden  closure  of  the  vessel,  or  the  alter- 
ation in  the  Sow  of  blood  throi^h  the  vessel,  sudden  separation  and 
joining  of  the  column  of  blood. 
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The  second  dull  sound  heard  in  the  fourth  phaae  oeeun  when  tite 
vessel,  even  during  diastole,  is  not  completely  cloaed,  but  it  is  partly 
collapsed  in  diastole  and  partly  distended  during  systole.  Therefme, 
the  sound  may  be  due  to  the  partial  collapsing  and  the  partial  disten- 
tion of  the  vessel  together  with  the  disturbing  effects  of  this  on  the 
blood  flow  through  the  vessel. 
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SUPPLEMENTARY  NOTE 

We  are  surprised  to  find  just  as  we  go  to  press  that  Joseph  Erianger  baa 
adopted  the  main  idea  of  our  work  which  we  presented  and  dononatrated  in 
his  laboratory  at  the  December,  1914,  meeting  of  the  American  Physiological 
Society,  and  has  published  it  in  this  JotntHAL  in  the  number  just  prior  to  tbe 
present  number.  We  are  pleased  thus  to  have  a  good  portion  of  our  work 
confirmed  just  before  its  appearance  in  the  Joukital,  but  we  regret  that  our  long 
deliberation  has  resulted  in  the  confirming  paper  appearing  just  before  the 
ortgiaal  contribution. 
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The  studies  which  have  been  made  from  time  to  time  on  the  mechan- 
ism of  absorption  of  granules  from  the  peritoneal  cavity  and  the  path- 
ways over  which  such  absorption  takes  place  have  all  tended  to 
emphasize  the  importance  of  the  diaphragm  as  the  active  ^ent  in 
this  process,  and  have  indicated  the  diaphragmatic  lymphatics  as  the 
channels  through  which  granular  material  of  all  sorts  passes  to  reach 
the  lymph  glands  and  other  organs  in  which  it  is  eventually  found. 
Although  pathologists  and  clinicians  have  long  been  aware  of  the 
activity  of  the  omentum  in  peritonitides  of  various  sorts,  the  possi- 
bility of  an  absorptive  function  on  the  part  of  the  omentum  has  been 
either  discredited  or  disregarded.  Indeed  there  is  noticeable  a  de- 
cided disposition  on  the  part  of  the  various  investigators  who  have 
studied  the  problems  which  the  drainage  of  the  peritoneal  cavity 
presents,  to  evade  discussing  the  question  of  the  omentum's  share  in 
ridding  the  peritoneal  cavity  of  foreign  substances,  a  disposition 
which  is  excusable  in  the  light  of  the  difficulties  which  obtaining  a 
definite  answer  to  the  question  presents.  For  example  MacCallum 
(1)  ignores  the  omentum  entirely.  Buxton  and  Torrey  (2),  discussing 
the  pCfisibiUty  of  an  exodus  of  granular  material  from  the  peritoneal 
cavity  by  other  channels  than  the  diaphragmatic  lymphatics  speak  of 
absorption  via  the  omentum  in  the  following  words: 

The  omentum  appears  to  fuTnieh  such  an  additional  chamiel  to  some  extent. 
SectioHB  made  from  the  omentum  within  an  hour  after  injection  of  lamp  black 
into  the  peritoneal  cavity  ahow  that  the  aiTerent  plexuses  of  the  lymph  nodes 
are  filled  with  free  particles.  After  two  or  three  hours  the  particles  have  been 
taken  up  by  the  macrophages  and  lie  principally  in  the  sinuses  of  the  node. 

Alt  this  corresponds  precisely  with  processes  seen  in  the  anterior  mediastinal 
lymph  nodes,  so  without  going  into  further  details  we  may  take  it  as  probable 
75 
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that  the  lymphatics  of  the  omeatum,  as  well  as  thoee  of  the  diaphragm,  are  con- 
cerned in  the  initial  rapid  rush  of  particles  to  the  organs,  though  probablytoa 
leas  extent. 

They  believe  that  the  masa  of  the  foreign  material  which  can  be  found 
in  the  rolled  up  omentum  after  the  induction  of  a  foreign  body  peri- 
tonitis is  merely  adherent  to  or  buried  in  the  tissue  of  that  organ. 

Those  authors  who  admit  the  possibilities  of  the  omentum  as  an  ab- 
sorptive pathway  are  unanimous  in  the  belief  that  absorption  of 
granules  takes  place  via  the  omental  lymphatics.  In  the  absence  of 
definite  knowledge  of  the  facts  of  the  case  such  aconclusion  as  regards 
the  absorption  of  particulate  matter  is  logical  when  we  consider  the 
part  which  lymphatic  radicles  play  in  the  removal  of  granules  from 
any  locality,  and  the  ease  with  which  granular  material  injected  into 
the  peritoneal  cavity  may  be  recovered  from  the  lymphatic  glands. 
However,  it  is  by  no  means  certain  that  there  are  any  lymphatics  in 
the  omentum  at  all.  Ranvier  (3)  has  shown  that  while  lymphatic  vessels 
may  be  found  in  new  bom  kittens  they  are  obliterated  and  disappear 
before  the  animal  has  reached  adult  a^.  If  they  are  present  they 
are  certainty  not  numerous  or  easy  to  demonstrate,  the  silver  technique 
which  brings  out  their  outline  so  beautifully  in  the  diaphragm  and 
other  regions  failing  to  show  them  in  this  situation. 

The  absorption  of  true  solutions  from  the  peritoneal  cavity  has  been 
the  subject  of  extensive  researches,  which  have  for  their  object  the 
establishment  of  the  blood  stream  or  the  lymphatic  channels  as  the 
pathway  by  which  fluids  leave  the  peritoneum.  Melzer  and  Adier  (4) 
have  studied  these,  absorption  routes  by  injecting  solutions  of  strych- 
nine and  potassium  ferrocyanide  into  the  peritonea  of  normal  animals 
in  which  the  entrance  of  lymph  into  the  blood  stream  had  been  pre- 
vented by  previous  ligation  of  both  innominate  veins.  They  found 
that  strychnine  convulsions  and  the  appearance  of  the  Prussian  blue 
reaction  in  the  urine  were  much  delayed  in  animals  whose  innominate 
veins  had  been  tied  previous  to  intraperitoneal  injection  and  they,  with 
Muscatello  (5),  are  the  chief  advocates  of  lymphatic  absorption. 
Haidenhain  (6),  Cohnstein  (7),  Hamburger  (8),  Starling  and  Tubby 
(9),  and  others  have  advanced  good  evidence  of  absorption  via  the 
blood  stream  and  lately  Dandy  and  Rowntree  (10)  have  shown  that, 
after  intraperitoneal  injection  of  phenolsulphonphthalein  the  dye 
rapidly  appears  in  the  blood  and  in  the  urine  while  lymph  from  the 
thoracic  duct  contains  little  or  none  of  the  dye.  They  draw  the  very 
logical  conclusion  that  the  haemic  route  is  the  important  one  for  the 
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absorption  of  fluids  and  that  the  importaDce  of  the  lymphatic  vessels 
in  thb  function  has  been  vastly  overestimated. 

If  a  peritonitiB  is  induced  by  injecting  suspensions  of  a  granular 
foreign  body  into  the  peritoneal  cavity  large  phagocj^ic  cells  may  be 
recovered  from  the  blood  of  the  portal  vein  which  contain  in  their 
cytoplasm  phagocytized  granules  of  the  intraperitoneally  injected 
material.  That  these  are  none  other  than  the  "pjrrhol  cells"  or 
"makrophages"  which  have  been  described  in  animals  stained  vitally 
with  vital  azo  dyes  is  at  once  evident  on  examining  the  portal  blood  of  a 
trypan  blue  stained  animal  after  the  induction  of  a  foreign  body  peri- 
tonitis with  cinnibar  or  filtered  India  ink.  Smears  from  the  portal 
vein  blood  of  such  an  animal  show  numbers  of  pyrrhol  cells  in  whose 
cytoplasm  cinnibar  or  India  ink  granules  may  be  seen  sharply  con> 
trasted  with  the  segregated  masses  of  the  blue  dye. 

The  presence  of  such  cells  in  the  portal  vein  is  sufficient  to  direct 
attention  to  the  possibility  of  the  removal  of  foreign  particles  from  the 
peritonemn  through  the  omental  blood  vessels.  The  connective  tissues 
of  the  omentum  which  fill  the  meshes  of  its  vascular  network  are  very 
■  rich  in  these  wandering  phagocytes  and  there  are  large  masses  of  them, 
the  so  called  "taiehes  laiteuse,"  in  close  association  with  capillary 
knots  or  glomeruli.  Because  of  this  close  association  it  is  not  difficult 
to  imagine  pyrrhol  cells  laden  with  foreign  material  as  penetrating  the 
walls  of  some  of  the  omental  veins  and  being  carried  into  the  portal 
circulation  into  which  those  veins  drain. 

By  far  the  most  remarkable  feature  noticeable  about  the  portal  blood, 
however,  is  the  presence  in  it  of  large  quantities  of  ink  or  cinnibar  which 
are  not  enclosed  in  cell  cytoplasm,  but  which  are  perfectly  free  in  the 
blood  plasma.  Most  of  this  foreign  material  is  in  the  form  of  fine 
granules,  but  in  some  cases  the  ink  or  cinnibar  may  be  seen  in 
masses  which  represent  aggregates  of  the  finely  divided  particulate 
matter  in  suspension. 

Sections  of  the  livers  of  these  animals  show  pictures  which  differ 
according  to  the  length  of  time  which  elapsed  between  the  injection  of 
the  foreign  body  into  the  animal  and  its  execution.  The  livers  of 
animals  killed  a  short  time  after  the  injection  are  apparently  normal, 
save  that  the  phagocytic  endothelium  contains  varying  amounts  of 
fore^  pigment  which  has  come  from  the  peritoneal  cavity.  The  por- 
tal vein  and  the  hepatic  capillaries  contain  numbers  of  phagocytes, 
which  have  in  their  cytoplasm,  besides  the  vital  dye  with  which  they  were 
previously  colored,  the  granular  material  which  they  have  engulfed 
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from  the  intraperitoneally  injected  suspension.  These  vessels  also 
contain  numberB  of  granules  and  aggregates  of  cinnibar  or  India  ink. 

If  the  aaimals  have  been  allowed  to  live  24  hours  or  more  after  the 
injection  of  cinnibar,  the  liver  shows  constant  abnormalities.  That 
there  is  still  an  influx  of  granular  material  coming  from  the 
peritoneum  is  evident  from  the  presence  of  fine  granular  material 
and  macrophages  in  the  portal  veins  and  the  capillaries.  The  liver  is 
studded  throughout  with  numerous  foreign  body  giant  cells  of  huge 
size,  some  of  them  having  fifty  or  more  nuclei  whose  cytoplasm  is  stuffed 
full  of  phagocytized  cinnibar  and  vitally  stained  with  trypan  blue. 
The  portal  veins  are  dilated  and  full  of  blood  almost  to  bursting, 
as  though  we  had  to  deal  with  a  partial  blocking  and  a  passive  conges- 
tion. On  the  other  hand,  the  intralobular  veins  are  found  dilated  or 
empty,  save  for  a  few  red  blood  cells  and  leucocytes,  among  the  latter 
being  some  free,  pyrrhol  cells  usually  with  cinnibar  inclusions.  We 
cannot  at  this  time  discuss  the  origin  of  these  giant  cells.  Whether 
they  are  all  formed  from  the  phagocytic  liver  endothelium,  or  whether 
immigrated  macrophages  which  have  been  caught  in  the  Hver  capil- 
laries have  any  part  in  their  formation,  we  cannot  say  at  present. 

While  these  findings  are  si^gestive  of  the  absorption  of  granular 
materiab  by  way  of  l^e  blood  stream  and  point  to  the  omentum  as 
the  organ  where  this  absorption  takes  place,  they  cannot  be  accepted 
as  proof  of  fact,  since  there  is  no  way  of  excluding  the  diaphragmatic 
lymphatics  from  participation  in  the  removal  of  substances  from  the 
peritoneum  and  the  entrance  of  granular  material  into  the  circulation 
via  the  thoracic  duct.  For  these  reasons  it  was  necessary,  in  order  to 
establish  absorption  by  the  omentum  beyond  question,  to  bring  that 
organ  into  contact  with  solutions  and  suspensions  m  such  a  way  that 
foreign  material  could  not  find  its  way  to  other  absorbing  surfaces. 
This  was  accomplished  by  drawing  the  omentum  out  of  the  body  of  the 
animal  through  a  midline  incision  and  immersing  it  in  the  fiuid  which 
we  wished  to  study.  Participation  of  the  lymphatics  in  the  absorption 
of  the  material  was  eliminated  by  preliminary  ligation  of  the  thoracic 
duct.  Since  these  experiments  must  of  necessity  runfor  several  hours 
in  many  cases,  the  difficulties  of  the  anaesthesia  problem  are  obvious 
and  we  finally  came  to  use  animals  upon  which  the  operation  of  decere- 
bration  had  been  performed.  Decerebrate  animals  arc  ideal  material 
for  such  experimentation  since  they  lie  motionless  and  rigid  with  regular 
pulse  and  respiration,  and  blood  pressure  which  is  more  nearly  normal 
than  that  of  any  anaesthetized  animal.     The  omenta  of  animals  pre- 
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pu«d  in  the  manner  described  above  were  immersed  in  true  solutions, 
in  pseudo  solutions  of  high  molecular  dyestuffs  like  trypan  blue,  in 
colloidal  metals,  and  in  filtered  India  ink.  After  exposure  for  varying 
lengths  of  time,  the  animals  were  killed  and  their  tissues  examined. 

Up  to  the  present  time  little  has  been  known  about  the  organs 
concerned  in  the  removal  of  fluid  from  the  peritoneal  cavity  and  the 
previous  deductions  about  the  vascular  path  of  removal  have  been 
based  almost  entirely  upon  pharmacological  studies,  e.g.,  the  work  of 
Melzer,  and  others  with  strychnine  solutions  and  that  of  Dandy  and 
Rowntree  on  the  absorption  of  phenolsulphonphthalein.  Elxcept  for 
the  experiments  of  Rubin  (11)  on  peritoneal  absorption  in  animals 
whose  omenta  had  been  resected  there  is  no  experimental  evidence 
which  indicates  the  omentum  as  a  fluid  absorbing  surface. 

In  these  studies  on  the  absorption  of  solutions  by  the  isolated  omen- 
tum we  have  for  the  flrst  time  attempted  to  use  a  histological  method  of 
attack  in  localizing  the  absorbing  surfaces  of  the  peritoneum  by  ex- 
posing the  omentum  to  solutions  of  potassiimi  ferro  cyanide  and 
iron  ammonium  citrate  and  fixing  the  omentum,  liver,  kidneys,  lymph 
glands,  etc.,  of  the  sacrificed  animals  in  acid  formalin.  It  was  hoped 
that  a  study  of  the  distribution  of  the  resulting  precipitates  of  Prussian 
blue  would  throw  some  light  on  the  route  of  removal  of  the  original 
fluid  and  the  mechanism  by  which  it  fomid  its  way  into  the  channel  of 
escape.  The  citrate  ferro  cyanide  solutions  were  exactly  isotonic  with 
the  blood  plasma  so  that  any  interference  by  a  difference  in  osmotic 
pressure  was  negligible.  It  may  be  well  to  emphasize  here  the  fact 
that  the  pressure  on  the  omentum  and  the  fluid  to  be  absorbed — the 
intra-abdominikl  pressure — was  lowered  by  exposure  of  the  omentum 
to  the  air.  This  is  far  from  being  the  case  when  studies  on  absorption 
are  made  by  injecting  fluids  intraperitoneally.  Even  small  amounts  of 
fluid  have  a  tendency  to  raise  the  intra-abdominal  pressure  and  the 
tremendous  rise  in  pressure  which  must  follow  injections  of  the  large 
volumes  of  fluid  used  by  some  workers  cannot  but  materially  affect 
the  mechanism  of  absorptioo  and  drainage. 

True  solutions  and  pseudo  solutions  are  absorbed  through  the  blood 
vessels  of  the  omentum  very  rapidly.  The  kidneys  of  animals  killed 
three  hours  after  immersion  of  the  omentum  in  the  citrate-cyanide 
solution  and  fixed  in  acid  formalin  show  macroscopically  on  section  a 
deep  blue  color  in  the  papillae  and  the  cortex  due  to  precipitation  of 
the  Prussian  blue  by  the  acid.  Masses  of  Prussian  blue  are  visible 
on  section  about  the  portal  ves.sels  in  the  liver.     Spread  preparations  of 
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the  omentum  aod  microscopic  sections  show  the  omental  veins  to  be 
filled  with  Prussian  blue  precipitated  in  granules  so  fine  as  to  have  the 
appearance  of  an  homogeneous  mass  when  examined  with  the  highest 
power  dry  lenses.  Finely  divided  precipitates  of  Prussian  blue  can  be 
seen  in  the  cytoplasm  of  the  endothelial  cells  themselves  though  the 
cell  nuclei  are  always  free  from  any  granular  deposit. 

Since  Melzer  suggests  that  ligation  of  the  large  lymphatic  ducts 
may  cause  a  stasis  followed  by  an  increased  pressure  on  the  fluid  in 
the  tissue  spaces  and  a  consequent  abnormal  fiow  of  that  fluid  into  the 
blood  vessels,  these  experiments  were  repeated  on  animals  without 
ligation  of  the  thoracic  duct.     The  results  were  identical. 

Experiments  with  trypan  blue  were  especially  striking;  an  hour's 
exposure  of  the  omentum  to  a  1  per  cent  solution  of  the  dye  resulted 
in  a  very  perceptible  staining  of  the  imimal's  skin  and  mucous  membrane. 

Granules  of  particulate  material  are  at»orbed  along  the  same  chan- 
nels, since  after  exposure  of  the  omentum  to  filtered  India  ink,  carbon 
granules  may  be  found  in  the  portal  veins.  The  granules  absorbed  are 
very  small  and  where  masses  of  ink  were  found  they  were  evidently 
aggregates  of  very  fine  particles.  The  aggregates  seem  most  liable  to 
occur  if  the  circulation  is  for  any  reason  poor  or  impeded. 

The  drainf^  of  particulate  matter  from  the  serous  cavities  via  the 
blood  stream  is  most  extraordinary  and  was  most  unexpected  since 
the  blood  vessel  wall  is  not  credited  with  permitting  the  passage  of 
anything  but  fluids  with  a  possible  exception  in  the  capillaries  of  ibe 
intestinal  mucosa.  It  is  probable  that  only  the  very  small  granules 
of  ink  pass  into  the  omental  veins  and  we  hope  soon  to  be  able  to  state 
more  definitely  the  granular  size  limits  within  which  this  is  possible. 
Microscdpic  sections  of  the  livers  of  these  animals  show  that  some  ink 
is  phagocytized  by  the  capillary  endothelium  but  most  is  found  as  free 
granules  in  the  lumen  of  blood  vessels.  In  all  a  considerable  amoimt  of 
granular  material  must  leave  the  cavity  of  the  peritoneum  through 
omental  veins. 

In  none  of  our  sections  or  the  numerous  span  preparations  which 
we  have  made  by  various  methods  have  we  been  able  to  find  lymphatic 
vessek  in  the  omentum  in  any  of  our  animals  and  our  sections  show 
clearly  that  even  if  such  vessels  exist,  omental  lymphatics  have  no 
important  r61e  in  the  drain^^  of  the  peritoneal  cavity.  On  the  other 
hand  the  omentum  plays  a  very  large  part  in  the  actual  drain^e  of  the 
peritoneal  cavity.  True  and  pseudo  solutions  and  granules  of  partic- 
ulate material  find  their  way  through  omental   vessels  to  the  organs 
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of  the  body  destined  for  their  ultimate  reception  and  storage  or  de- 
struction and  excretion,  and  the  path  by  which  they  leave  the  omen- 
tum is  not  a  lymphatic  but  a  haemic  one. 

In  a  later  communication  we  shall  describe  fully  the  manner  in  which 
various  substancss  pass  through  the  blood  vascular  and  lymphatic 
walls  and  their  fate  after  their  entrance  into  the  blood  and  lymphatic 
circulation.  Studies  are  now  under  way  on  the  exit  of  true  solutions, 
colloids  and  particulate  substances  through  the  various  absorbii^ 
surfaces  of  the  serous  cavities  of  the  body, 
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The  preceding  paper  of  this  series  (1)  coDceroed  itself  with  the 
mechanisni  of  the  oscillatory  method  of  determintDg  the  blood  pres- 
sure. In  the  course  of  that  study  parallel  observations  were  made 
on  the  sounds  that  can  be  heard  in  the  artery  below  the  local  com- 
pression in  the  hope  that  information  might  thus  be  gained  with  re- 
gard  to  the  origin  of  the  compression  sounds  of  Korotkoff.  The  out- 
come was  a  working  hypothesis.  In  the  present  paper  this  hypothesis 
is  ela1x>rated  and  the  experiments  devised  for  the  purpose  of  t«sting  its 
validity,  as  well  as  that  of  recorded  hypotheses,  are  presented. 

SUUUA.RT    OF  VIEWS   ON    THE    MECHANISM   OF  THE   KOROTKOPF   80UNDB 

In  reviewing  the  views  held  with  regard  to  the  causation  of  the  com- 
pression sounds  of  Korotkoff,  it  might  be  well  first  to  call  to  mind  the 
mechanism  of  the  production  of  sounds  in  general  and  of  arterial  sounds 
in  particular.  Physics  teaches  that  sounds  arise  from  vibrating  sources. 
If  the  vibrations  are  regular  and  of  sufficient  frequency  a  musical  note 
is  heard.  The  pitch  of  a  sound  is  determined  by  the  frequency  of  the 
vibrations,  its  loudness  by  the  amplitude  of  the  vibrations.  The  fre- 
quency of  a  vibrating  membrane  or  arterial  wall  bears  an  inverse 
relation  to  the  area  of  the  membrane  participating  and  a  direct  relation 
to  its  tension;  while  the  amplitude  of  the  vibrations  depends  upon  the 
blow  struck,  which  is  determined  by  the  magnitude  and  rate  of  develop- 
ment of  the  pressure  or  tension  that  starts  the  vibrations.  We  owe 
primarily  to  Friedreich  (2)  the  demonstration  of  the  fact  that  arterial 

'  Reported  before  the  Washington  University  Medical  Society,  November  8, 
1915,  and  the  American  Physiological  Society,  December  28, 1915. 
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sounds  partaking  of  the  quality  of  notes  are  due  to  sudden  changes, 
either  an  increase  or  a  decrease,  in  the  tension  of  the  arterial  wall,  and 
that  murmurs  are  determined  by  eddies  set  up  beyond  a  constriction 
in  the  bed  of  the  stream. 

The  views  held  with  regard  to  the  origin  of  the  compression  sounds 
of  KorotkofF,  dow  extensively  employed  in  the  estimation  of  the  arterial 
blood  pressures  in  man,  may,  for  the  sake  of  convenience,  be  divided 
into  two  groups: 

a.  Views  locating  the  ■production  of  sound  in  an  empty  artery  beyond 
the  compression.  Korotkoff  is  apparently  of  the  view  that  compression 
sounds  are  due  to  "the  forcing  apart  of  the  wall  (of  the  artery)  by  the  . 
first  stream  of  blood  which  reaches  the  artery  below  the  cuff.  He  main- 
tains that  the  lower  part  of  the  brachial  artery,  during  the  time  the 
compression  is  exerted  above  it,  is  in  a  condition  of  complete  relaxatioD 
and  that  the  first  blood  strewn  causes  a  sudden  sharp  stretching  of 
the  wall  with  the  consequent  production  of  sounds."  KorotkofF  offers 
as  proof  of  this'  contention  the  fact  that  a  sound  is  produced  when  s&H 
solution  is  poured  into  the  iliac  artery  of  an  animal  (3).  This  view 
or  slight  modifications  of  it  (4)  seem  to  be  held  by  the  majority  of  f'ose 
who  have  devoted  some  thought  to  the  subject. 

b.  Views  locating  the  seat  of  sound  production  in  the  part  of  the  artery 
compressed  apparently  are  to  be  found  only  in  the  very  recent  literature. 
Id  1914  MacWilliam  and  Melvin  (5)  were  forced  to  this  conclusion  by 
the  observation  that  the  "sounds  are  perfectly  well  developed  and 
characteristic"  when  the  artery  coUsistB  merely  of  a  tube  in  a  compres- 
sion chamber.  These  investigators  ascribe  the  sound  to  vibrations 
determined  by  a  change  in  the  form  of  the  tube  in  the  compression 
chamber.  It  might  be  added  here  that  the  changes  in  form  they  de- 
scribe are  not  those  that  occur  under  a  pulse  of  the  configuration  of  the 
arterial  pulse  (1).  Flack,  Hill  and  McQueen  (6),  maintain,  without 
however,  offering  any  experimental  evidence  for  their  view,  that  the 
compressing  armlet  "converts  the  compressed  area  (of  the  arm)  into  a 
resonating  mass,  the  pulse  is  not  damped  down  in  the  labile  arteries, 

■  but  strikes  the  blood  which  fills  to  distention,  not  only  the  main  artery, 
but  every  patent  arteriole  throughout  the  mass,  and  causes  the  whole 
tense  mass  to  vibrate." 

Von  Frey's  explanation  of  the  fact  that  when  the  arm  is  plui^ed 
vertically  into  a  dish  of  mercury  the  shock  of  the  pulse  can  be  felt 
with  special  distinctness  at  a  very  definite  point,  is  of  interest  in  this 
connection.   He  is  of  the  opinion  (7)  that  the  pulse  is  felt  most  distinctly 
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at  thai  place  because  there  the  blcxxl  flow  is  checked,  the  pulse  waves 
are  reflected  positively,  and  the  summation  that  results  gives  to  the 
waves  sufficient  energy  to  produce  a  sensible  pulsation.  It  may,  how- 
ever, be  said  now  that  this  explanation  cannot  be  the  correct  one,  for 
if  it  were,  the  sensation  caused  by  simply  occluding  the  artery  should 
be  as  intense  as  the  sensation  that  is  experienced  when  the  compressing 
pressure  hes  between  the  systolic  and  diastolic  level.  As  is  well  known, 
this  is  not  the  case. 

Gittings  (8) ,  while  accepting  the  view  with  regard  to  sound  production 
prevailing  at  the  time  he  writes  (1910),  believes  that  the  compression 
chamber  contributes  to  the  sound  by  virtue  of  its  action  as  a  resonator. 
This  conclusion  he  bases  upon  the  observation  that  the  sounds  are 
much  louder  when  the  artery  is  compressed  with  the  usual  pneumatic 
cuff  than  with  an  Esmarch  bandage. 

THE   NEW   HYPOTBEBIS 

Tbe  investigation  of  art«rial  sounds  which  forms  the  basis  of  this 
paper  forces  us  to  the  conclusion  that  the  main  mechanism  of  the 
compression  sounds  is  as  follows:  Under  compressions  which  permit 
the  pulse  to  determine  relatively  wide  excursions  of  the  arterial  wall 
in  the  compression  chamber,  that  is,  imder  compressing  pressures  rang- 
ing from  systolic  arterial  pressure  to,  and  even  a  variable  distance 
below,  diastolic  pressure,  the  volume  of  the  compressed  artery  increases 
abruptly  with  each  pulse  (1).  This  permits  a  considerable  volume  of 
blood  to  enter  the  opening  artery  with  a  high  velocity.  The  motion 
of  this  column  of  blood  is,  however,  suddenly  checked  where  it  comes 
into  contact  with  the  stationary,  or  practically  stationary,  column  of 
blood  suing  the  uncompressed  artery  below.  The  water  hammer 
that  is  thus  set  into  ptay  distends  the  arterial  wall  at  the  point  of 
impact  with  unusual  violence.  This  distention  sets  the  arterial  wall 
into  vibration  and  the  sound  is  produced. 

Water  hammer  may  be  defined  as  the  pressure  exerted  when  the  mo- 
tion of  a  mass  of  fluid  is  more  or  less  suddenly  checked.  Some  idea 
of  the  powerful  effects  of  water  hammer  is  gained  from  the  statement 
(9)  that  the  rise  in  pressure  caused  by  suddenly  stopping  the  flow  of 
water  in  a  pipe  may  be  so  great  as  to  cause  the  bursting  of  the  pipe. 
The  following  crude  experiment,  made  under  mechanical  conditions 
that  resemble  somewhat  those  obtaining  in  blood  pressure  observations, 
will  serve  to  indicate  the  magnitude  of  the  forces  we  have  to  deal  with 
in  the  present  problem.    A  pressure  bottle  was  connected  with  a 
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mercury  manometer  by  rubber  tubing  of  7  mm.  bore  through  a  maxi- 
mum valve.  The  whole  was  filled  with  water  aod  the  bottle  was  ele- 
vated until  it  exerted  a  pressure  of  140  mm.  of  mercury  on  the  mano- 
meter. The  rubber  tube  was  then  compressed  close  to  the  valve  by 
grasping  it  between  the  finger  tips,  held  close  together,  and  the  ball 
of  the  thumb.  This  was  done  in  such  a  way  as  not  to  alter  the  pres- 
sure indicated  by  the  manometer.  Then  the  compression  was  released 
as  quickly  as  possible.  The  rate  of  decompression  thus  produced  is 
probably  somewhat  faster  than  the  rate  ol  rise  of  pressure  determined 
by  the  arterial  pulse.  With  the  decompression,  the  momentum  of  the 
water  rushing  to  fill  the  tube  as  it  opened  drove  the  stationary  mer- 
cury of  the  manometer  40  mm.  above  the  level  sustained  by  the  head  of 
pressure  of  the  bottle.  It  is  not  witliout  interest  to  add  that  at  the 
same  time  a  sound  can  be  heard  by  listening  over  the  tube  with  a 
phonendoso^je. 

The  factors  at  work  in  developing  the  maximum  pressure  exerted  by  a 
waier  hammer  are  given  by  Joukowsky  (10)  in  the  following  formula: 

where 

P  =  water  hammer  pressure  (m  excess  of  the  static  pressure), 
X  =  the  velocity  of  wave  motion, 

V  =  the  extinguished  velocity  of  the  fluid, 

w  =  the  weight  of  a  cubic  unit  of  the  fluid,  and, 
g  =  the  acceleration  due  to  gravity. 

If  the  conditions  obtaining  in  blood  pressure  observations  were  aa 
simple  as  those  the  hydraulic  engineer  has  t-o  deal  with  it  would  not  be 
diiBcult  to  determine  more  or  less  accurately  the  values  for  the  factors 
of  Joukowsky's  formula.  The  problem  of  the  physiologist,  however,  is 
complicated  by  the  fact  that  he  has  to  do  with  a  pulsatile  instead  of  a, 
steady  pn^p^ssion  of  fluid  through  tubes  which,  instead  of  being  rigid, 
though  el^tic,  distend  markedly  under  pressure  and  collapse  under 
compression;  that  the  flow  is  checked  not  by  a  rigid  valve  but  by  a 
column  of  stationary,  or  practically  stationary,  fluid  contained  in  a 
tube  of  variable  bore. 

For  the  present  we  are  interested  only  in  those  factors  of  the  formula 
that  would  vary  in  the  course  of  a  blood  pressure  observation;  they  are 
\  and  V.    For  present  purposes  therefore 

P  =  \V.  (*) 
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From  Tigerstedt  (11)  we  obtain  the  following  formula  for  X: 

in  which 

g  =  the  acceleration  due  to  gravity, 

«  =  the  coefficient  of  elasticity, 

a  =  the  thickness  of  the  wall  of  the  tube, 

A  =  the  specific  gravity  of  the  fluid, 

d  =  the  bore  of  the  tube,  and, 

k  ~  s  constant. 

It  b  obvious  that  in  a  blood  pressure  experiment,  practically  the 
only  variables  of  this  formula  would  be  the  coefficient  of  elasticity, 
the  bore  of  the  artery  and  the  thickness  of  the  wall.  Grilmnach  (12) 
has  shown,  in  the  case  of  artery,  that  the  effect  both  of  bore  and  thick- 
ness of  wall  is  almost  negligible  relative  to  the  effect  of  the  coefficient  of 
elasticity,  and  we  actually  know  that  both  the  coefficient  of  elasticity 
and  the  rate  of  transmission  of  the  pulse  increase  with  the  distention 
of  the  artery.  We  may  therefore  conclude  that  during  decompression 
of  an  artery  the  factor,  X,  of  formula  £  tends  to  increase. 

It  is  much  more  difficult  to  derive  the  extinguished  velocity,  V. 
It  will  depend  on  the  velocity  the  blood  has  attained  in  the  compressed 
s^iment  of  artery  at  the  moment  of  the  impact  with  the  colunm  of 
blood  below,  and  upon  the  degree  the  coliunn  of  blood  in  the  artery 
below  checks  this  motion.  It  is  practically  uupossible  to  obtain  the 
absolute  values  of  these  factors.  Discussing  first  the  velocity  at  the  ■ 
time  the  blow  is  struck,  it  seems  justifiable  to  assume  that  resistance 
to  flow  will  cause  a  short  though  measurable  time  to  elapse  before  the 
blood  can  traverse  the  length  of  the  compressed  segment  of  artery  as 
it  is  opened  by  the  rising  pressure  of  the  pulse.  The  velocity  through 
the  compressed  segment  would  therefore  tend  to  increase  as,  during 
decompression,  the  walls  of  the  artery  are  more  and  more  readily 
pressed  apart.  Another  factor  probably  exerting  an  effect  upon  ve- 
locity is  the  difference  between  the  compressing  and  the  arterial  pres- 
sures at  the  moment  the  blow  is  struck.  If  no  time  were  required 
for  the  blood  to  traverse  the  length  of  the  compressed  segment  it  is 
obvious  that  there  would  never  be  any  pressure  difference.  If,  again, 
the  time  required  to  traverse  the  artery  were  brief  and  constant  throu^- 
out  decompression  then,  since  the  earlier  parts  of  the  anacrotic  limb 
of  the  pulse  wave  rise  more  rapidly  than  the  later  parts,  the  force 


d  by  Google 


HBCHANISH  OF  THE  COMPKHSSION  SOUNDS  OV  KOBOTEOFF  87 

driving  the  blood,  and  conaequeittly  the  velocity  of  flow,  would  increase 
with  decompreaaioD.  But  it  is  during  the  later  phases  of  decompree- 
sion  that  low  resistance  to  the  flow  would  tend  to  shorten  the  time 
required  to  strike  the  blow,  and  so  diminish  the  e£Fective  difference 
between  compressing  and  arterial  pressures.  We  find,  therefore,  that 
what  seem  to  be  the  two  main  factors  influencing  velocity  so  act-  dui^ 
iag  decompression  as  to  oppose  each  other.  Obviously  it  ia  difficult 
to  reach  a  satisfactory  conclusion  with  regard  to  the  effect  of  lowering 
the  compressing  pressure  upon  the  velocity  of  the  initial  flow  in  the  com- 
pressed segment  by  a  priori  considerations  alone. 

To  know  the  value  of  F  in  formula  S  it  is  still  necessary  to  ascertain 
the  degree  to  which  the  column  of  blood  below  cheeks  the  flow.  It 
seems  fair  to  conclude  that  the  factors  checking  a  moving  column  are 
essentially  similar  to  those  that  affect  the  water  hammer  phenomenon 
in  general;  the  forces  acting  to  suddenly  dieck  a  moving  column  are 
also  the  very  ones  that  would  oppose  an  efFort  to  suddenly  set  a  sta- 
tionary column  into  motion.  It  would  therefore  seem  that  the  sud- 
denness with  which  the  moving  column  is  checked  will  vary  mainly 
as  the  coefliciency  of  elasticity  of  the  lower  part  of  the  artery.  The 
checking  effect  will  therefore  increase  as  the  lower  artery  distends. 
It  may  consequently  be  concluded  that  V  of  formula  2  increases  during 
decompression. 

Since  both  X  and  V  of  formula  S  seemingly  increase  as  the  compressing 
pressure  falls  from  the  systolic  to  the  diastolic  level,  we  may  conclude 
that  water  hammer  action  likewise  increases. 

Estimated  velocity  offiow  in  the  dilating  artery.  The  first  paper  of  this 
series  furnished  data  indicating  the  existence  of  conditions  compatible 
with  water  hammer  action  during  blood  pressure  observations.  It  was 
there  shown  that  as  long  as  the  compressing  pressure  exceeds  the  dias- 
tolic pressure  the  artery  is  closed,  or  practically  so,  during  a  part  of  each 
pulse  cycle.  This  means  that  the  colunm  of  blood  in  the  distal  artery 
is  stationary,  or  practicaUy  so,  in  the  part  of  the  cycle  immediately 
preceding  the  arrival  of  the  pulse.  It  was  also  shown  that  during  the 
systolie-diastolic  period  of  decompression  a  considerable  volume  of 
blood  (as  indicated  by  the  volume  of  the  compression  pulse)  descends 
with  each  pulse  to  fill  the  collapsed  artery.  If  we  assume  that  the 
artery  fills  just  to  its  undistended  bore  with  the  particular  systole  that 
terminates  the  first  rapid  increase  in  pulse  volume,  as  seen  when  the 
compressing  pressure  falls  below  the  systolic  level  in  records  of  the 
volume  of  the  compression  pulse  [eighth  pulse  Table  IV,  fig.  18  (1)], 
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we  may  regard  the  volume  increaee  per  pulse  at  this  time  as  the  mini-' 
mum  quantity  of  blood  that  will,  at  all  lower  compressii^  pressures 
down  to  the  diastolic  level,  enter  the  artery  as  it  opens.  On  this  basis 
it  is  possible  to  calculate  the  bore  of  the  artery  at  this  time  and  from 
the  bore  the  velocity  with  which  the  first  column  of  blood  enters  the 
artery.  From  information  obtainable  in  figure  18  and  Table  IV  of  the 
preceding  paper  (1)  it  can  be  calculated  that  the  systoUc  increase  in 
volume  with  pulse  no.  8  amounts  in  round  numbers  to  0.2  cc.  and 
that  the  increase  is  practically  completed  in  0.09  second.     The  bore 

of  the  artery  at  this  time  is  therefore  (  area  =  -; 1-  =  -^ ■'  =  )  0.04 

\  length        5  cm.       / 

sq.    cm.    and    the    velocity    of    flow    (velocity  = r. —  = 

\  area  X  time 

0.2  cc. 


—  K  1  55  cm.   per   second.     How  rapidly  this 


0.04  sq.  cm.  X  O.W 
column  of  blood  moves  can  best  be  realized  by  comparing  it  with  the 
probable  mean  velocity  of  flow  in  the  brachial  artery  of  man.  On  the 
basis  of  data  obtained  from  an  article  by  Hewlett  and  Van  Zwaluwen- 
burg  (13)  we  estimate  that  the  former  is  at  least  twenty  times  the  lat- 
ter. Is  it  not  probable  that  the  impact  of  a  column  of  blood  moving 
with  this  velocity  against  a  stationary  column  of  blood  will  so  distend 
the  artery  as  to  set  it  into  vibration? 

Preliminary  correlation  of  the  Korolkoff  sounds  toith  the  water  ham- 
mer hypothesis.  Be  this  as  it  may,  it  is  interesting  to  correlate  the 
phases  of  the  KorotkoS  sounds  with  water  hammer  action  as  we  be- 
lieve it  manifests  itself  during  the  gradual  decompression  of  an  artery: 
(a)  The  first  sound  is  heard  at  the  instant  the  blood  in  the  artery  below 
the  compression  chamber  shows  a  brusque  acceleration  with  each  pulse 
(1).  (b)  The  intensity  of  the  sound  then  increases  through  the  second 
and  third  phases'  as  long  as  the  diminbhing  compressing  pressure  still 
suffices  to  occlude  the  artery  during  a  part  of  diastole.  It  is  during  this 
stage,  we  have  shown  above,  that  the  energy  liberaled  by  the  water 
hammer  presumably  is  constantly  increasing,  (c)  The  sudden  dulling 
and  weakening  of  sound  (fourth  phase)  occurs  exactly  at  the  instant  ' 
the  compressing  pressure  leaves  the  artery  open  during  diastole  (1). 
On  the  basis  of  the  water  hammer  hypothesis  this  weakening  is  due 
not  alone  to  a  diminution  in  the  velocity  of  flow  into  the  compression 
chamber  during  systole  but  perhaps  even  more  to  the  fact  that  the 

*  The  special  Bounds  of  the  second  phose  will  not  be  considered  for  the  present. 
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column  of  blood  below  is  no  longer  stationary  at  the  time  it  receives  the 
impact,  but  is  moving  continually  in  the  direction  the  impact  t«nds  to 
drive  it.  (d)  Below  the  diastolic  level  of  compression  the  sounds  usu- 
ally soon  fade  away  (fifth  phase).  Even  at  this  time,  however,  some 
water  hammer  action  must  still  persist;  for  the  artery  in  the  com- 
pression chamber  still  increases  in  volume  with  each  pulse  more  than 
does  the  uncompressed  artery.  The  more  rapid  flow  thus  permitted 
in  this  part  must  be  checked  by  the  more  slowly  moving  blood  below. 
It  is  scarcely  aecessary  to  add  that  in  those  instances  in  which  the 
pulse  itself  is  brusque  enough  to  elicit  sound  vibrations  from  the  artery, 
the  sounds  will  persist  even  when  the  artery  is  reUeved  of  all  com- 
pressioD, 

The  remainder  of  this  paper  is  devoted  to  an  exposition  of  the  evi- 
dence proving  this  hypothesis  and  of  the  objections  to  other  views 
that  have  been  proposed  to  explain  the  Korotkoff  sounds. 

HBTHODS   IN   GENERAL 

For  the  moat  part  the  experiments  have  been  performed  on  dogs. 
The  size  of  the  aoimal  was  not  of  any  particular  consequence  provided 
the  legs  were  sufficiently  long  for  our  purpose.  Morphine  and  ether 
were  employed  as  anaesthetics  in  all  eases.  The  ilio-femoral  artery 
is  dissected  out  from  well  up  in  the  abdomen  down  to  the  origin  of  the 
arteria  saphena  and  ail  of  the  branchea  are  tied  with  fine  silk  close  to  their 
origin.  In  this  way  a  long,  perfectly  straight,  and  unbranched  artery 
is  obtained.  On  the  artery  thus  prepared  the  compression  chamber 
(our  arteriograph)  (14)  and  the  stethoscope  are  placed.' 

The  phoneudoscope  was  used  only  for  special  purposes.  This  instru- 
ment can  not  be  applied  to  the  artery  without  partly  compressing  it 
and  thus  not  alone  interfering  in  an  uncertain  way  with  blood  Bow, 
but  also  tending  of  itself  to  sound  production  beyond.  There  was,  how- 
ever, still  another  reason  for  not  using  the  phoneudoscope  in  certain 
phases  of  the  work.  Owing  to  its  extreme  delicacy  it  may  pick 
up  sounds  originating  some  distance  from  the  spot  to  which  it  is 
applied.  The  dog's  artery  emits  a  sound  when  it  is  not  compressed. 
Therefore  the  artery  central  of  a  region  of  complete  occlusion  emits  a 

'  Never  having  had  any  difficulty  with  this  arteriograph  we  are  at  a  loss  to 
understand  W^arfield's  (13)  lack  of  Bucceaa  with  it.  The  apparatus  finally  used 
by  Warfield  in  its  stead,  on  account  of  its  bulk  and  the  necessity  of  holding  it  in 
place  by  hand,  was  wholly  unsuited  to  our  purposes. 


d  by  Google 


90  JOSSFH   BBLANQ8R 

BOUDd.  Under  certain  circumstances  this  Bound  is  picked  up  by  the 
phonendoBcope  even  when  it  is  applied  over  the  artery  below  the 
occluded  region.  Furthermore,  when  the  compression  is  such  as  to 
cause  loud  Korotkoff  sounds,  these  may  be  heard  by  the  phonendoscope 
over  a  very  wide  range;  not  alone  over  the  artery  below  the  arterio- 
graph,  but  also  over  a  wide  zone  of  tissue  to  either  side  of  it.  It  can 
be  readily  understood  how  the  detection  by  the  phonendoscope  of 
sounds  transmitted  such  distances  from  the  place  of  their  origin  might, 
under  certain  circumstances,  give  rise  to  difficulty. 

When  there  was  danger  that  this  property  of  the  phonendoscope 
might  give  rise  to  confusitm,  we  had  recourse  to  an  artery  atakoacope. 
The  bell  of  this  stethoscope  was  of  the  usual  form  but  was  closed  below 
by  a  plate  which  could  be  screwed  to  tiie  bell.  The  artery  passed 
through  the  stethoscope  by  two  holes  on  opposite  sides,  bisected  by  the 
plane  of  junction  of  the  plate  with  the  bell.  This  stethoscope  was  used 
in  all  obaervatioos  excepting  where  it  is  specificaUy  stated  to  the  con- 
trary. The  arteriograph  and  stethoscope  are  trued  on  the  artery  so 
that  the  latter  passes  accurately  through  the  orifices  of  both  and 
so  that  at  no  point  is  the  artery  pressed  upon  or  bent,  and  both  in- 
struments are  then  rigidly  fastened  in  place.  The  arteriograph  is  theo 
connected  by  tubes  with  a  mercury  manometer,  a  sphygmoman<Mneter 
or  other  recording  mechanism,  and  with  an  inflating  bulb.  The  stetho- 
scope, for  reasons  which  will  be  mode  clear  later,  was  provided  with  an 
adjustable  side  opening. 

In  our  study  of  the  sound  phases,  we  have  placed  our  main  reliance 
in  the  auditory  method  rather  than  in  some  method  of  recording  sounds. 
It  would  seem  that  none  of  our  recording  mechanisms  will  do  just 
what  was  demanded  by  tliis  investigation.  While  for  the  exact  de- 
termination of  time  relations  a  record  is  indispensable,  changes  in  in- 
tensity or  quality  of  sound  often  are  not  clearly  indicated  by  the  micro- 
phone. In  the  present  case  this  difficulty  is  magnified  by  the  fact 
that  in  the  dog  the  sound  never  wholly  disappears  with  decompres^on. 
The  dangers  of  relying  entirely  upon  the  graphic  method  of  recording 
sounds  are  illustrated  by  the  experiments  of  Hooker  and  Southworth 
(16).  These  investigators  employed  the  method  of  Einthoven  and 
Geluk  to  record  the  sounds.  In  order  to  get  only  sounds  by  this 
method  they  foimd  it  necessary  to  adjust  a  side  opening  until  deflec- 
tions of  the  galvanometer  were  obtained  only  in  the  range  of  the  pulses 
that  produced  audible  sounds.  Are  wanot  to  infer  from  this  that  the 
telephone  transmitter  is  affected  not  alone  by  sound  waves  but  also  by 
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pressure  waves,  and  that  the  adjusting  of  the  side  openiog  resulted  in 
reducing  the  efTeot  of  the  pressure  waves  until  only  those  that  were 
Bufiiciently  strong  to  cause  the  artery  to  emit  sounds  also  moved  the 
diaphragm  of  the  transmitter?  Be  this  as  it  may,  it  is  obvious  that  in 
the  present  experiments  no  such  adjustment  of  a  sound  recording  de- 
vice was  possible  because  there  is  no  lower  limit  to  sound  production. 

Nevertheless,  in  order  to  be  in  a  position  to  determine  time  relations, 
we  have  in  many  of  our  experiments  recorded  sounds.  The  method  em- 
ployed, though  a  well-known  one,  we  happened  upon  by  chance.  In 
some  of  our  experiments  a  record  was  desired  of  the  pulse  passii^ 
through  the  arteriograph.  As  we  wished  to  get  this  pulse  before,  any 
of  it  was  lost  in  transmission  and  as  it  was  also  necessary  to  attach 
the  8tethos(^ope  as  close  as  possible  to  the  arteriograph,  it  was  decided  to 
arrange  a  sphygmograph  within  the  stethoscope  itself.  The  sphygmo- 
graph  consisted  of  a  receiving  tambour  connected  with  a  dehcate  Frank 
mirror  capsule.  A  channel  in  the  floor  of  the  stethoscope,  of  about  the 
same  width  as  the  artery  and  covered  with  very  dehcate  rubber  dam, 
served  as  the  receiving  tambour.  The  channel  paralleled  the  artery. 
The  level  of  the  rubber  head  covering  it  was  such  with  respect  to  the 
lateral  openings  of  the  stethoscope  that  the  artery  in  the  stethoscope 
just  rested  lightly  on  it.  It  was  found  that  this-  sphygmograph  re- 
corded not  alone  the  pulse  in  the  artery,  but  also  most  of  the  sound 
vibrations  of  the  arterial  wall.  With  this  apparatus,  therefore,  the 
arterial  pulse  and  certain  of  the  arterial  sounds  may  be  recorded  photo- 
graphically while  at  the  same  time  the  sounds  may  be  followed  with  the 
ear.  It  should  be  added  that  the  pulse-recording  part  of  this  instru- 
ment was  not  dehcate  in  the  sense  that  it  would  detect  the  feeblest 
of  pulses.  As  a  matter  of  fact  it  often  failed  to  indicate  the  very 
earliest  of  the  pulses,  pulses  that  could  be  faintly  felt  by  the  finger. 

It  has  been  stated  that  the  stethoscope  was  provided  with  a  lateral 
opening  the  size  of  which  could  be  readily  varied.  This  was  pro- 
vided for  two  reasons.  In  the  first  place,  it  was  feared  that  the  changes 
in  the  size  of  the  artery  with  the  pulse  might  so  afTect  the  pressure  on 
the  ear  drums  as  to  modify  the  quality  or  the  loudness  of  tJlie  sounds 
heard.  All  danger  of  any  such  modification  is  eliminated  by  using  the 
instrument  with  the  lateral  tube  wide  open.  And  in  the  second  place, 
compression  of  the  artery  in  the  arteric^aph  is  associated  with  varia- 
tions in  the  calibre  of  the  artery  passing  through  the  stethoscope. 
These  variations  are  accompanied  by  variations  in  the  width  of  the  space 
around  the  artery  where  it  enters  and  leaves  the  stethoscope.     Such 
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variations  might  determine  variations  in  the  intensity  ofthe  eounds 
heard.  They  could  be  obviated  by  leaving  the  side  tube  open.  The 
attempt  was  also  made  to  eliminate  them  by  filling  with  vaseline  the 
crevices  between  the  artery  and  the  orifices  of  the  stethoscope. 


Description  of  the  compression  sounds 

The  sounds  heard  through  the  artery  stethoscope  while  the  pressure 
in  the  arteriograph  is  falling  from  a  high  to  a  low  level  are  in  all  save 
one  respect  usually  the  same  as  those  heard  in  man.  With  a  suffi- 
ciently high  pressure  there  is  no  sound  whatever  perceptible.  If  the 
pressure  is  permitted  to  fall  slowly  and  steadily,  a  point  is  reached  where 
a  clear  sound  is  heard,  faintly  at  first,  though  distinctly,  and  rapidly 
increasing  in  intensity  to  the  characteristic  pistol  shot  sound.  Then 
the  sound  becomes  murmurish  in  quality,  though  the  murmur  is  very 
distinctly  accented  at  the  beginning.  Soon  the  murmur  gives  w&y  to 
clear  sounds  which  may  become  exceedingly  intense  and  ringing. 
These  intense  sounds  last  for  a  short  while  and  then  become  dull  and 
fainter,  rapidly  at  first,  and  then  more  and  more  slowly.  The  fainter 
sounds  persist,  however,  even  when  there  is  no  pressure  whatever  on 
the  artery.  Not  infrequently  a  phase  in  which  the  sounds  have  a 
murmurish  quality  is  lacking.  All  of  these  sounds,  in  properly  prepared 
animab,  are  quite  as  loud  as,  indeed  often  louder  than,  those  heard 
in  man. 

The  photographic  record  of  the  sounds  as  obtained  with  the  modified 
stethoscope  bears  out  the  ear  as  regards  both  intensity  and  pitch  and 
in  addition  gives,  roughly  to  be  sure,  the  actual  rate  of  vibrations, 
from  which  the  position  of  the  sounds  in  the  musical  scale  can  be 
determined,^  It  should  be  added  that  even  m  especially  clear  records 
the  fainter  sounds,  namely  those  of  the  early  first  and  later  fourth 
phases,  usually  do  not  record.     It  is  not  to  be  expected  that  the  pitch 

'  If  proof  is  needed  that  the  vibrations  recorded  by  the  tambour  of  the  stetho- 
scope are  actually  sound  vibrations,  it  ia  furnished  by  the  fact  that  the  vibration 
rate  varies  in  agreement  with  the  changes  in  pitch  as  determined  by  the  ear; 
that  the  variations  in  amplitude  agrco  n-itb  the  changes  in  intensity,  excepting 
where  marked  changes  in  pitch  tend  to  mask  the  effect  intenaity  would  other- 
wise have  on  the  amplitude  of  the  recorded  vibrations;  that  the  vibration  period 
of  the  Frank  mirror  capsule  differs  from  the  rates  recorded  (by  the  Frank  method 
it  was  84  d.v.  per  second);  and  that  vibrations  are  sometimes  recorded  when  the 
apparatus  receives  no  impact  that  eould  cause  it  to  manifest  its  inherent  period. 
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of  the  sounds  will  always  be  the  same  even  in  the  same  animal  let  alone 
different  animals;  nevertheless  in  our  experience  it  has  been  fairly  uni- 
form. The  rate  of  vibrations  of  the  last  of  the  third  phase  sounds  has 
usually  been  170  to  180  d.v.  per  second,  that  is  to  say,  approximately  f 
(172  d.v.)  in  the  octave  between  c  and  c'.  The  first  phase  and  early 
fourth  phase  sounds  are  distinctly  lower  in  pitch;  they  are  usually 
made  up  of  vibrations  at  the  rate  of  about  133  per  second,  and  thereTore 
closely  approximate  c  {128  d.v.). 

We  have  gained  the  impression  that  other  investigators  have  not 
been  so  successful  in  the  use  of  the  dog's  artery  for  the  study  of  com- 
pressions sounds.  Thus  Lang  and  Manswetowa  (17)  state  that  the 
auscultatory  method  cannot  be  used  on  the  leg  of  the  d(%.  Warfield  . 
(15)  attempted  to  differentiato  the  sound  phases  in  the  dog  but  found  it 
difficult  to  do  so  on  account  of  the  faintness  of  the  sounds.  Again 
Mac  William,  Melvin  and  Murray  (IS)  say  that  "in  the  case  of  small 
animals,  the  testing  of  the  auditory  method  is  not  satisfactory."  They 
evidently  found  it  necessary  to  use  the  sheep  as  the  subject  of  their 
experiments.  By  our  method  the  sounds  are  loud  and  the  phases  easily 
distinguishable  in  animals  no  larger,  for  instance,  than  the  fox  terrier. 

It  has  been  stated  above  that  in  the  dog  the  uncompressed  artery 
always  emits  a  distinct  though  faint  and  dull  sound,  Warfield  (15) 
has  also  heard  a  sound  in  the  uncompressed  dog's  femoral,  though  not 
constantly.  It  should  be  added  that  the  sound  we  have  heard  is  not  the 
result  of  the  preparation  to  which  the  artery  is  subjected,  for  it  can 
be  clearly  heard  through  the  tissues  in  the  normal,  unoperated  animal. 
It  might  be  noted  here  that  the  uncompressed  dog's  carotid  artery, 
as  well  as  that  of  man  (19),  normally  emits  two  sounds.  The  origin  of 
these  sounds  is  still  a  matter  of  conjecture.  Rarely  the  uncompressed 
femoral  artery  of  the  dog  also  emits  two  sounds.  This  has  not,  how- 
ever, occurred  sufiiciently  constantly  to  allow  of  an  investigation  of  the 
phenomenon. 

Inasmuch  as  the  uncompressed  femoral  artery  of  the  dog  usually  emits 
a  sound  it  might  be  suspected  that  the  first  sound  heard  while  decom- 
pressing is  transmitted  from  above  and  does  not  originate  in  or  below  the 
compression  chamber.  All  of  the  evidence  is,  however,  opposed  to 
this  view.  In  the  first  place  the  qualities  of  the  two  sounds  are  entirely 
different.  These  differences  in  quality  are  not  due  to  the  fact  that  the 
nomml  sound  is  emitted  by  a  full  artery  and  the  first  Korotkoff  sound 
by  a  relatively  empty  artery.  For  if  the  artery  is  occluded  below  the 
stethoscope  and  consequently  remains  full  at  all  times  the  first  phase 
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sounds  still  differ  in  quality  from  the  sound  that  is  heard  when  the  com- 
pression pressure  is  abruptly  dropped  to  zero  while  the  artery  remains 
occluded  below.  More  to  the  point,  however,  is  the  fact  that  during 
the  early  sound  phases  the  sound  emitted  by  the  artery  above  the  arterio- 
graph  is  earlier  in  the  pulse  cycle  than  the  KorotkofF  sounds.  To 
demonstrate  this  time  relation  it  is  merely  necessary  to  listen  to  the 
sounds  that  can  be  heard  through  the  phonendoscope  applied  to  the 
artery  below  the  arteriograph.  When  the  compression  pressure  ex- 
ceeds the  systolic  pressure  a  sound  can  often  still  be  heard.  This 
sound  is,  as  has  been  said,  transmitted  through  the  tissues  and  picked 
up  by  the  delicate  phonendoscope.  Now  when  the  sounds  are  in  their 
■  first  phase,  the  characteristic  Korotkoff  sound  is  heard  to  distinctly 
follow  by  a  perceptible  interval  the  sound  coming  from  above. 

The  bare  artery  suffices  for  sound  production 

The  fact,  brought  out  in  the  preceding  section,  that  the  compreaaion 
sounds  obtainable  from  the  bare  artery  of  the  dog  are  perfectly  char- 
acteristic and  rival  in  intensity  those  obtainable  by  the  usual  method 
in  man,  demonstrates  conclusively  that  any  other  conditions  than  those 
obtaining  in  the  present  experiments  are  not  essential  to  the  production 
of  the  Korotkoff  soimds.  The  contention  of  Hill  and  co-workers  (6) 
that  all  of  the  compressed  arteries  "big  and  small"  and  "every  patent 
arteriole"  imder  the  armlet  participate  in  the  production  of  the  sound 
and  that  the  "whole  range  of  sound  is  dependent  on  the  resonating 
effect  of  the  veBsels  and  the  tissues  surroimding  the  artery"  in  the  light 
of  this  observation  loses  much  of  its  force.  Nor  is  it  necessary  to  assign 
any  significance,  as  do  these  authors,  to  the  presence  in  the  compression 
chamber  of  a  "tense  resonating  mass  of  tissue"  that  the  "impact  of  the 
systolic  wave"  sets  into  vibration.  In  the  absence  of  any  experimental 
evidence  that  these  are  essentia!  factors  in  sound  production  we  are 
justified  for  the  present  m  concluding  that  the  presence  of  a  large  artery 
of  a  Uving  animal  in  a  compression  chamber  furnishes  all  of  the  condi- 
tions necessary  for  the  production  of  characteristic  Korotkoff  sounds. 

/a  resonance  of  the  compression  chamber  a  factor? 

It  has  been  suggested  by  Gittings  (8)  that  the  compression  chamber, 
by  acting  as  a  resonator,  materially  enhances  the  sounds  produced  by 
the  tensing  of  the  arterial  walls  just  without  the  compression  chamber. 
In  this  connection  MacWilliam  and  Melvin  (5)  found  that  the  sounds 
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"are  gtiite  well  marked"  when  the  compression  chamber  and  connect- 
ing tubes  of  a  pulsatii^  schema  are  filled  with  liquid.  They  therefore 
set  aside  resonance  as  a  factor  in  the  mechanism  of  sound  production. 
This  conclusion  is  not,  however,  justified  by  their  experiment,  for  ap- 
parently they  did  not  determine  whether  filling  the  compression  cham- 
ber with  water  inodijies  the  sounds;  not  even  Gittings  maintains  that 
resonance  is  the  sole  factor. 

For  the  purpose  of  determining  whether  resonance  is  a  factor  we  have 
compared  the  sounds  yielded  by  a  compression  chamber  which  might 
resonate,  with  those  yielded  by  the  same  compression  chamber  so  modi- 
fied that  it  could  not  resonate.  The  compression  chamber  in  these 
experiments  consisted  of  the  arteriograph,  a  one  litre  glass  bottle  and 
conuectii^  tubing,  all  air  filled.  In  order  to  abolish  Uie  resonance  of 
the  arteriograph  it  was,  at  the  desired  time,  completely  filled  with 
water;  and  in  order  to  effectually  prevent  any  such  resonance  as  the 
other  parts  of  the  compressitm  chamber  might  possess  from  acting 
back  upon  the,  artery,  a  fairly  tight  plug  of  cotton  wool  was  inserted 
into  the  neck  of  the  arteriograph  just  above  the  level  of  the  water  in  it. 
This  plug,  it  is  needless  to  say,  did  not  interfere  with  the  rapid  equaU- 
zation  of  pressure  throughout  the  compression  chamber. 

With  this  apparatus  it  was  found  that  as  a  rule  filling  the  arterio- 
graph with  water,  and  thus  eliminating  its  resonance,  did  not  change 
appreciably  either  the  quality  of  the  arterial  sounds  or  their  intensity, 
as  heard  while  the  arteriograph  was  air-filled.  It  should  be  borne  in 
mind  that  these  observations  can  be  made  only  quahtatively,  as  a 
considerable  interval  of  time  elapses  between  the  successive  deter- 
minations. Occasionally,  filling  the  arterii^raph  with  water  seems 
to  suppress  the  earliest  of  the  first  phase  sounds.  Inasmuch,  however, 
as  the  same  result  is  obtained  by  merely  reducing  the  size  of  the  air 
space  in  such  a  way  as  not  to  alter  its  resonance  (see  below),  it  seems 
justifiable  not  to  attribute  this  reduction  of  sound  to  the  elimination  of 
resonance;  especially  in  view  of  the  fact  that  a  perfectly  satisfactory 
explanation  of  this  reduction  is  found  in  the  retarding  effect  the  water 
exerts,  by  virtue  of  its  inertia,  on  the  initial  velocity  of  the  blood  en- 
tering the  opening  artery. 

Injluence  of  ike  size  of  the  compression  chamber  on  sound  production 

So  far  as  we  have  been  able  to  determine,  Gittings  bases  his  belief 
that  the  compression  chamber  acts  as  a  resonator  merely  upon  the 
observation  that  when  l^e  compression  is  effected  by  means  of  an  Es- 
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march  bandage  the  arterial  sounds  are  either  absent  or  very  faint.  The 
same  result  is  obtained,  it  should  be  added,  when  the  artery  is  com- 
pressed with  the  thumb  (5),  This  observation  is  open,  however,  *o  a 
wholly  different  interpretation.  The  Esmarch  bandage  exerts  upon 
the  artery  a  compression  which,  compared  with  that  exerted  by  the  air 
chamber  of  a  sphygmomanometer,  has  a  very  low  grade  of  compressi- 
bility. With  the  advent  of  the  pulse,  the  artery  cannot  open  out  to  the 
size  it  attains  in  a  chamber  of  high  compressibility.  The  velocity  of 
flow  and  the  rate  of  transmission  of  the  pulse,  two  of  the  importmit 
factors  determining  water  hammer  action,  will  therefore  be  diminished. 

The  effects  on  the  Korotkoff  sounds  of  limiting  the  compressibility 
of  the  compression  chamber  have  been  investigated  by  inserting  a 
glass  stopcock  in  the  course  of  a  vertical  glass  tube  connecting  the 
arteriograph  with  the  manometer  and  bottle  of  the  apparatus  just  de- 
scribed above.  By  turning  the  stopcock  the  size  of  the  compression 
chamber  could  suddenly  be  changed  from -that  of  the  arteriograph 
alone  to  that  of  the  arteriograph  plus  bottle  and  connecting  tubes,  or 
vice  versa.  A  large  (1  litre)  bottle  was  used  in  these  experiments  so 
as  to  render  possible  a  wide  range  of  ctnn press ibility.  The  phase  of  the 
pulse  cycle  in  which  this  change  was  effected  might  have  been,  though 
it  was  not,  determined  in  this  particular  set  of  experhnents.  In  an- 
other series  of  observations,  however,  in  which  the  arteriograph  was 
filled  with  water  up  to  about  the  level  of  the  stopcock,  so  as  to  make 
possible  an  extreme  diminution  in  the  compressibility  of  the  com- 
pression space,  the  phase  of  the  pulse  cycle  in  which  the  compression 
chamber  was  made  small  could  be  determined  by  noting  the  level  at 
which  the  pulsating  water  in  the  vertical  tube  was  caught  by  the  closing 
of  the  stopcock.  In  the  case  of  the  water-filled  arteriograph,  it  will 
be  noted,  the  compressibihty  of  the  compression  space  when  the  stop- 
cock is  closed  is  limited  practically  to  a  very  slight  bulging  of  the  rub- 
ber membrane  out  of  the  orifices  of  the  arteriograph.  It  should  be 
added  that  in  order  to  eliminate  any  effect  that  might  possibly  be  exerted 
through  changing  resonance  of  the  compression  chamber,  a  cotton  plug 
was  again  inserted  in  the  glass  tube  just  above  the  stopcock. 

Experimenia  with  the  waier-jiiled  arteriograph.  It  is  convenient  to 
consider  first  the  experiments  in  which  the  changes  in  compressibility 
were  effected  by  turning  the  stopcock  of  the  water-filled  arteriograph. 
In  this  case  the  changes  in  compressibility  are  extreme.  As  might 
have  been  predicted  from  an  analysis,  in  the  light  of  the  water  hammer 
hypothesis,  of  related  data  as  given  in  the  first  paper  of  this  series,  the 
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result  obtained  depends  to  some  extent  upon  the  phase  of  the  auscul- 
tatory pbenomeQon,  and  upon  the  phase  of  the  pulse  cycle  obtaining  at 
the  time  the  stopcock  is  closed.  In  the  early  sound  phases,  that  ie, 
while  the  extra-arterial  pressure  is  still  relatively  high,  closing  the  stop- 
cock, and  thus  reducing  compressibihty  to  a  minimum,  at  once  stops 
all  sound,  irrespective  of  the  phase  of  the  pulse  cycle  in  which  the 
change  is  made.  At  lower  extra-arterial  pressures,  when  the  sounds  are 
intense  (third  phase),  closing  the  stopcock  either  stops  all  distal  sound 
or  causes  it  to  diminish  markedly  in  intensity.  The  sound  always 
disappears  when  the  closing  stopcock  catches  the  meniscus  of  the  water 
low  in  the  vertical  tube  of  the  arteriograph,  that  is,  when  it  catches  the 
pulse  in  its  diastolic  phase.  The  loudest  of  the  sounds  heard  witji  the 
reduced  arteriograph  occur  when  the  stopcock  catches  the  meniscus 
high  in  the  vertical  tube,  that  is,  when  the  pulse  is  in  its  systolic  phase. 

This  enfeeblement  of  sound,  amounting  at  the  higher  compressing 
pressures  to  a  complete  disappearance,  is  attributable  on  the  basis  of 
the  water  hammer  hypothesis  mainly  to  the  limitation  of  the  pulsatile 
increase  in  volume,  and  therefore  of  the  velocity  of  flow,  in  the  com- 
pressed artery,  resulting  from  the  splinting  of  the  arterial  walls  by  the 
markedly  reduced  compressibility  of  the  compression  space.  This 
effect  is  much  more  marked  when  the  reduction  in  the  compressibihty 
is  effected  during  diastole,  probably  on  account  of  the  tendency  on  the 
part  of  the  confined  space  to  hold  the  artery  closed  during  the  entire 
pulse  cycle. 

Experiments  with  the  air-fiUed  arteriograph.  When  the  arteriograph 
is  emptied  of  water,  closing  the  stopcock  still  diminishes  the  compressi- 
bility of  the  compression  space,  but  not  nearly  to  the  same  extent  as 
In  the  preceding  experiments.  Owing  to  differences  in  the  quality  and 
loudness  of  the  sounds  in  different  animals  and  to  differences  probably 
attributable  to  variations  in  the  size  of  the  artery  relative  to  the  arterio- 
graph, it  is  difficult  to  give  a  categorical  account  of  the  changes  in  the 
sounds  resulting  from  reducing  the  size  of  the  air  space  aroiind  the 
artery.  The  difficulties  may  be  illustrated  by  giving  in  tabular  form 
some  of  the  results  obtained  (see  Table  I).  But  despite  variations  in 
different  experiments  the  table  does  show  a  certain  regularity  in  tite 
results.  Thus,  reducing  the  size  of  the  air  chamber  while  first  phase, 
and  occasionally  even  while  early  second,  phase  sounds  are  heard  nearly 
always  causes  them  to  disappear.  By  these  means  the  compressing 
pressure  at  which  the  first  sounds  appear  may  be  lowered  by  as  much  as 
15  or  even  30  mm.  of  mercury.    The  effect  of  reducing  the  size  of  the 
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Showing  the  tffeet  on  toundt  o}  reducing  the  air  tpace  of  the  comprttnon  chatiJter 


bxtbuuihtV 

«c.^.«» 

Tint  euly 

Disappear 

Disappear 

Disappear 

Disappear 

First  late 

Fainter 

Second  early 

Murmur  dis- 
appears and 
sounds  be- 
come snap- 
pingand 
fainter 

Disappear 

Sometimes 

Bomelimea 
fainter 

No    change 
in     inten- 
sity 

Fainter 

Sometimes 
louder, 

Second  I&te 

Murmur  dia- 
appearaand 
sounds  be- 
come snap- 
ping  with- 
out change 
in  intensity 

Disappear!?) 

sometimes 
fainter 

Third  early 

Sometimes 
the     mur- 
mur reap- 
pears;    if 

Sometimes 
louder, 

Hometimes 
fainter 

Third  Ute 

become 
louder 

No  change 

Always 
fainter 

Fourth 

No  change 

No  change 

Fainter 

*  No  second  phase  sounds. 

air  chamber  during  the  secood  phase  depends  presumably  upon  the 
phasfl  of  the  pulse  cycle  in  which  the  reduction  ia  made  to  take  place — 
the  sounds  sometimes  becoming  fainter,  sometimes  louder;  some- 
times the  blowing  sound  disappears.  In  the  third  phase  the  sounds 
usually  become  fainter  though  they  may  not  be  changed,  or  may 
rarely  become  louder;  when  the  second  phase  is  especially  well  devel- 
oped, diminishing  the  size  of  the  air  chamber  during  the  third  phase 
may  cause  second  phase  sounds  to  return.  During  the  fourth  phase 
the  sounds  usually  are  not  appreciably  altered;  occasioQally  tiiey 
become  slightly  fainter. 
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It  will  be  qoted  that  at  the  higher  compressii^  pressures  the  results 
(disappearance  or  reduction  of  sound)  obtained  upon  reducing  com- 
pressibility are  qualitatively,  though  not  quantitatively  alike  with 
both  the  water  and  the  air-filled  arteri<^raphB.  This  statement  ap- 
plies also  to  the  effect  upon  sound  of  closing  the  stopcock,  presuirably 
during  diastole,  at  all  lower  compressing  pressures.  The  result  of 
dosing  the  stopcock  presumably  during  systole  is,  however,  wholly 
different:  the  sound  in  the  case  of  the  air-filled  chamber  may  actually 
become  louder  than  that  heard  while  the  compression  chamber  is  large. 
To  explain  this  result  we  find  it  necessary  to  have  recourse  to  an  addi- 
tional factor.  At  the  lower  compressing  pressures  closing  the  stop- 
cock, while  reducing  the  compressibility  of  the  compression  space, 
has  not  anything  like  so  marked  an  effect  upon  it  as  at  higher  com- 
pressing  pressures.  Under  such  circumstances  it  is  conceivable  that 
the  effect  the  closing  of  the  stopcock  in  different  phases  of  the  pulse 
cycle  has  upon  the  mean  compressing  pressure  may  become  more  sig- 
nificant relatively  than  all  the  other  effects.  It  is  clear  that  when  the 
stopcock  in  closing  catches  the  artery  expanded  by  the  pulse,  the  mean 
level  of  the  compressing  pressure  will  be  lowered  slightly;  and  that 
when  the  artery  is  caught  in  its  collapsed  condition,  the  mean  level 
will  be  raised:  in  other  words,  the  compres^g  pressure  in  effect  is 
lowered  or  raised,  respectively.  The  effect  upon  sound  production 
of  closing  the  stopcock  at  low  compressing  pressures,  it  will  be  noted 
upon  Cfmsulting  the  Table  I,  is  consistent  with  the  premises.  When 
the  stopcock  is  closed  while  the  compressing  pressure  lies  in  a  region 
where,  say,  a  slight  decrease  in  its  level  would  cause  a  comparatively 
marked  cfaat^  in  the  intensity  of  the  sound,  say,  an  increase,  and 
while,  say,  systole  prevails,  the  loudness  of  the  sound  would  increase. 
And  when  under  exactly  the  same  circumstances  the  stopcock  is  closed 
during  diastole  the  loudness  of  the  sound  would  decrease.  If,  however, 
the  stopcock  is  closed  again  at  a  time  when  a  slight  decrease  in  the  level 
of  the  compressing  pressure  causes  a  decrease  in  sound  intensity,  the 
•  changes  in  the  intensity  of  the  sound  would  be  just  the  reverse  of  those 
mentioned  above. 

In  conclusion  it  is  important  to  bear  in  mind  that  the  changes  in 
intensity  of  sound  noted  in  the  foregoing  experiments  can  not  be  at- 
tributed to  changes  in  resonance,  Uie  cotton  plug  just  above  the  stop- 
cock havii^  the  effect  of  keeping  the  resonating  properties  of  the 
arteriograph  constant  throughout  the  experiment.  The  effects  upon 
sound  production  of  limiting  the  compressibihty  of  the  arteriograph. 
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it  will  be  noted,  are  similar  to  the  effects  of  compressing  the  artery 
with  an  Esmarch  bandage  or  witit  the  thumb.  Inasmuch  as  the 
foiroer  are  not  attributable  to  resonance  changes  but  rather  to  a  limi- 
tation of  compressibility,  it  seems  justifiable  to  conclude  that  the  same 
explanation  applies  to  the  latter  also. 

Is  the  artery  beyond  the  compression  chamber  essential  for  the  production 
of  sound? 

The  observation  of  MacWilliam  and  Melvin  to  the  effect  that  com- 
pression "sounds  are  perfectly  well  developed  and  characteristic"  when 
the  phonendoscope  is  applied  over  the  glass  tube  issuing  from  the 
artery  in  the  compression  tube  of  their  circulation  schema  even  when 
there  is  no  artery  beyond,  answers  this  question  in  so  far  as  it  applieB  to 
an  artificial  circulation.  We  have  confirmed  this  observation  in  animal 
experiments.  We  find  that  occluding  the  artery  in  the  lower  neck  of 
the  arteriograph  by  thrusting  into  the  latter  a  nicely  rounded  glass 
rod  to  a  depth  of  some  4  to  6  mm.  in  such  a  way  as  to  compress  the 
artery  against  the  side  wall  of  the  neck,  does  not  cause  the  sounds 
that  can  be  heard  by  placing  a  phonendoscope  on  the  arteriograph  to 
cease.  We  can  go  further  and  add  that  thus  occluding  the  artery  fails 
to  alter  in  any  marked  degree  the  character  of  the  sounds  heard;  they 
sometimes  become  slightly  louder,  sometimes  sl^tly  fainter. 

In  this  connection  it  is  necessary  to  bear  in  mind  the  possibility 
that  the  part  of  the  artery  within  the  compression  chamber  forming 
the  transition  between  the  part  collapsed,  in  the  middle  regions,  and 
the  part  uncompressed,  just  at  the  lower  edge  of  the  compression  cham- 
ber, may  be  a  factor  in  sound  production.  MacWilliam  and  Melvin, 
we  assmne,  believe  they  eliminated  this  possibility  by  treating  the 
lower  part  of  their  arteries  with  formalin.  We  do  not,  however,  under- 
stand how  such  treatment  succeeded  in  removing  the  lower  conical 
closure.  It  was  in  an  effort  to  accomplish  this  that  we  employed  a 
glass  rod  and  pushed  it  alongside  the  artery  tram  without  rather  than  • 
into  the  lumen  of  the  artery,  instead  of  merely  blocking  the  artery 
in  the  usual  way  at  the  point  where  it  i^ues  from  the  arteriograph. 
Yet  we  cannot  be  absolutely  certain  that  even  by  this  procedure  we  suc- 
ceeded in  completely  eliminating  this  factor;  for  some  blood  is  bound 
to  be  trapped  between  the  compressed  and  the  occluded  segment  when 
the  artery  closes  under  the  compression.  It  would  seem,  however, 
that  an  objection  on  this  basis  to  the  conclusion  that  the  distal  artery 
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is  not  essential  to  the  production  of  compression  sounds'  would  be 
rather  far-fetched. 

The  fact  that  the  artery  IJeyond  the  compression  chamber  is  not  essen- 
tial to  sound  production  obviously  throws  out  of  court  all  explanations 
of  sound  production  based  on  the  injection  of  blood  into  an  empty 
artery.  On  the' other  band,  it  is  clear  that  eliminating  the  artery  be- 
yond does  not  reduce  the  factors  that  determine  the  magnitude  of  water 
hammer  pressure. 

Does  the  artery  beyond  the  compression  chamber  contribute  to  suimd 
productionf 

It  has  been  shown  that  the  artery  beyond  the  compression  chamber 
is  not  essential  to  sound  production.  This  observation  does  not,  how- 
ever,  preclude  the  possibility  of  sound  production  in  the  lower  artery 
also;  for  it  is  conceivable  that  the  impact  that  first  produces  sound 
may  be  propagated  by  the  blood  in  sufficient  amplitude  to  continue 
to  produce  sound  for  some  distance  along  the  artery.  Indeed  it  will 
be  demonstrated  later  that  during  the  louder  sound  phases  the  arterial 
walls  for  some  distance  below  the  compression  chamber  are  stretched 
unusually  sharply  by  each  pulse.  The  interest  that  attaches  to  this 
question  lies  mainly  in  its  bearing  on  those  views  that  limit  sound 
production  to  the  compression  chamber.  If  the  Korotkoff  sounds  are 
produced  alone  by  a  change  in  the  form  of  the  tube  in  the  compression 
chamber  (5),  or  by  "a  tense  resonating  mass  of  tissue"  in  the  compres- 
sion chamber  which  is  set  into  vibration  by  the  "impact  of  the  systohc 
wave"  (6),  the  sound  would  be  propagated  from  that  place  as  sound 
through  the  blood  and  the  tissues.  If  so,  it  should  be  possible  to  hear 
the  propagated  sound  quite  as  well  over,  say,  a  metal  tube  intercalated 
in  the  course  of  the  peripheral  artery  as  over  the  artery  itself.  On  the 
other  hand,  if  the  sound  heard  along  the  course  of  the  artery  below  the 
compression  chamber  is  produced  by  a  propi^ated  impact  that  induces 
sound  as  it  proceeds,  an  intercalated,  inextensible  tube  should  not 
give  out  the  same  sound  as  the  artery  immediately  above  and  below  it. 

In  order  to  put  this  question  to  the  test  of  experiment,  the  effect  on 
the  arterial  sounds  has  been  determined  of  causing  a  paraffined,  metal 
tube  4.5  cm.  long  to  replace  the  same  length  of  artery,  beginning  about 
4.5  cm.  below  the  compression  chamber.  Then  the  segment  of  artery 
between  the  compression  chamber  and  this  tube,  the  tube  itself,  and 
finally  the  artery  just  below  the  tube,  were  in  succession  placed  in  the 
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stethoscope.  Hie  crevitses  between  the  artery  and  the  opening  into 
the  stethoscope  were  filled  as  thorou^ly^  as  possible  with  vaseline 
and  the  side  tube  of  the  stethoscope  was  left  wide  open.  It  was  found 
that  in  the  third  phase  the  sounds  were  loudest  close  to  the  arteric^raph 
and  faintest  over  the  tube,  where  the  sounds,  when  present  at  all,  were 
feeble  and  distant.  Presumably,  therefore,  we  are  dealing  here,  in 
large  part,  at  least,  with  a  propagated  impact  that  produces  sound 
locally  as  it  proceeda,  though  to  a  certain  extent  the  transmission  of 
sound  as  sound  also  takes  place.  It  should  be  added  that  the  phonend- 
OBCope  detects  over  the  metal  tube  a  fairly  loud  sound.  In  view,  how- 
ever, of  the  delicacy  of  the  phonendoscope,  referred  to  above,  it  seems 
fair  to  assume  that  in  this  case  it  is  picking  up  a  transmitted  sound. 

Conjuration  of  the  compression  pulse 

Records  have  been  made  of  the  compression  pulse,  that  is,  of  the 
pressure  changes  in  the  c<Hnpression  chamber  produced  by  the  pulse, 
by  connecting  the  arteriograph,  through  a  0.5  or  1  L.  air^Ued  bottle, 
either  with  the  Erlanger  sphygmomanometer  provided  with  a  Frank 
mirror  capsule  in  the  place  of  the  usual  tambour,  or  with  a  Frank  mirror 
capsule  directly.  Records  have  been  made  both  by  the  method  of 
intermittent  escapement,  when  as  a  rule  the  pinhole  in  the  recording 
tamhour  was  closed,  and  by  the  method  of  continuous  escapement. 
The  records  made  through  the  Erlanger  sphygmomanometer  are 
more  ample  and  therefore  have  more  fling  than  those  made  directly 
through  the  Frank  capsule;  this  has  been  an  aid  in  the  analysis  of  the 
records  rather  than  a  detriment,  because  the  presence  of  a  certain 
amount  of  fling  brings  out  more  sharply  changes  from  one  pressure 
gradient  to  another. 

In  the  preceding  paper  these  records  were  analyzed  as  regards  the  am- 
plitude of  the  oscillations,  and  its  relation  to  the  moment  the  artery  dur- 
ing decompression  begins  to  open  momentarily  with  each  pulse,  and  later 
ceases  to  close.  It  was  stated  in  that  paper  that  the  first  sound  is 
heard  presumably  the  instant  the  artery  opens  momentarily,  and  that 
the  dulling  of  sound  agrees  exactly  with  the  pulse  with  which  the 
artery  fails  to  close.  Here  we  are  interested  in  determining  whether 
the  conflguration  of  the  individual  compression  pulse  is  in  agreement 
with  the  water  hammer  hypothesis. 

We  may  first  ask,  what  influence  would  we  expect  water  hammer 
to  exert  on  the  conflguration  of  the  compression  pulse?    It  has  been 
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shown  (1)  that  the  compresaion  pulse  can  be  produced  only  by  volume 
changes  that  are  extensive  enough  to  compress  the  air  in  the  chamber 
to  the  pressures  of  the  compression  pulse.  Therefore,  to  be  in  a  posi- 
ticoi  to  answer  the  above  question,  it  is  necessary  to  know  something 
with  regard  to  the  volume  changes  determined  by  water  hammer.  So 
f^r  as  I  know,  the  volume  changes  produced  by  water  hammer  have 
never  been  recorded.  However,  from  the  theory  of  water  hammer  as 
developed  by  Russell  (9),  the  volume  changes  may  be  derived  as 
follows: 

If  we  regard  the  column  of  water  as  divided  into  successive  laminae, 
the  lamina  that  meets  with  the  obstruction  is  stopped,  crowds  up 
against  it  and  is  compressed  by  virtue  of  its  own  kinetic  energy.  As 
it  is  compressed,  the  ring  of  pipewall  surroundingit  is  distended.  While 
thifl  lamina  is  being  compressed  and  shortened  the  next  lamina  behind 
it  follows  on  with  undiminished  velocity,  imtil  the  compression  of  the 
first  lamina  is  complete.  It  in  turn  then  suffers  retardation  and  com- 
pression, at  the  same  time  stretching  the  pipe  wall  around  it.  Other 
laminae  follow  in  succession  so  that  in  a  very  short  time  the  pipe' is  dis- 
tended back  a  considerable  distance.  In  other  words,  one  effect  of 
water  hammer  is  to  distend  the  tube  backwards  from  the  point  of 
impact. 

Therefore  water  hammer  would  distend  the  artery  first  under  the 
lower  edge  of  the  compression  chamber.  This  distention  would,  how- 
ever, extend  rapidly  back  past  the  upper  edge  of  the  chamber  where, 
so  far  as  concerns  the  compression  pulse,  distention  due  to  water  ham- 
mer per  se  would  cease  abruptly.  Then,  provided  the  vibrations  set 
up  in  the  blood  column  have  ceased,  the  pressure  head  of  the  pulse 
proper  alone  would  determine  further  volume  changes  of  the  compressed 
artery.  The  compression  pulse  up  to  the  crest  of  the  pulse  proper, 
for  the  sake  of  convenience,  might  on  this  basis  be  divided  into  three 
periods,  namely: 

a.  A  period  included  between  the  onset  of  the  pulse  and  the  forcing 
open  of  the  artery  in  the  compression  chamber,  during  which  the  upper 
conical  closure  would  be  filling  with  blood  and  the  pressure  in  the 
chamber  would  therefore  be  increasing  at  a  rate  proportional  to  the 
rise  of  pressure  with  the  pulse. 

b.  The  second  period  would  be  coterminous  with  water  hammer  as 
described  above.  The  rate  and  amplitude  of  the  rise  of  pressure  would 
presumably  be  determined  by  the  force  of  the  water  hanmier.  In  case 
the  backward  distention  of  the  artery  reached  beyond  the  upper  edge 
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of  the  compression  chamber  this  period  of  the  rise  of  the  compreeaion 
pulse  presumably  would  be  at  a  more  or  less  uniform  rate  up  to  an 
abrupt  termination. 

c.  The  third  period  would  be  distinguishable  from  the  second  only 
if  water  hammer  action  were  completed  before  the  pulse  proper  had 
attfiined  its  crest.  Then  there  would  be  two  crests,  the  first,  due  to 
water  hammer,  terminating  the  end  of  a  rise  that  is  uniform  in  rate  and 
appearing  earher  and  earher  in  the  compression  pulse,  the  second  ter- 
minating a  gradient  partaking  of  the  form  of  the  corresponding  part 
of  the  pulse  and  appearing  at  a  constant  time  interval  after  the  begin- 
ning of  the  compression  pulse. 

Let  us  then  examine  a  typical  record  (fig.  1,  Table  U)  with  the 
theory  of  the  volume  changes  produced  by  water  hammer  in  mind,  as- 
suming for  the  present  that  water  hammer  is  active  as  long  as  the  sounds 
are  louder  than  those  emitted  by  the  uncompressed  artery. 

1.  When  the  sounds  first  begin  to  come  through,  the  only  recogniz- 
able change  in  the  anacrotic  limb  of  the  compression  pulse  is  an  in- 
crease in  amplitude.  This  is  not  inconsistent  with  the  hypothesis,  for 
the  first  opening  of  the  artery  during  decompression  is  very  brief  in 
duration  and  occurs  so  close  to  the  crest  of  the  pulse  proper  that  period 
a  (see  above)  is  mei^d  with  period  b,  while  there  is  no  period  c  dis- 
tinguishable from  period  b.  In  other  words,  all  that  we  could  expect 
at  this  time  is  an  increase  in  the  amplitude  of  the  pulse. 

2.  After  the  compressing  pressure  has  fallen  a  very  few  millimeters  of 
mercury  below  the  level  at  which  the  sounds  first  became  audible,  the 
compression  pulse  begins  to  show  a  double  crest.  The  first  of  these 
crests,  which  presumably  terminates  period  b,  soon  becomes  very 
distinct  and  develops  into  an  obvious  fling;  and  it  remains  distinct 
until  the  sounds  begin  to  diminish  in  intensity,  when,  within  a  very 
few  pulse  beats,  it  can  be  recognized  only  with  difficulty.  From  the 
time  the  first  crest  becomes  well  marked,  and  until  it  begins  to  diminish 
in  clearness,  the  upper  part  of  the  rise  of  pressure  that  leads  to  it 
occurs  along  a  stra^ht  line.  There  is,  however,  no  mark  on  the  rise 
of  the  compression  pulse  that  is  sharp  enough  to  be  of  use  in  distin- 
guisiiing  between  the  curved  line  belonging  presumably  to  period  a 
and  the  straight  line  belonging  presumably  to  period  b.  The  first 
crest  is  attained  earlier  and  earlier  ia  the  pulse  as  the  compression 
duninishes. 

3.  It  is  sometimes  difficult  to  decide  upon  a  point  on  the  compres- 
sion pulse  that  can  be  regarded  as  its  true  crest,  because  this  part  of 
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*  The  mean  rate  of  pressure  decreaee  is  2.2  mm.  Hg  per  pulae;  the  rate  in  the 
vicinity  of  the  systolic  and  diastolic  pressures  is  approximately  2.5  +  mm.  Hg 
and  1.9  —  ram.  Hg  per  pulse  respectively. 

t  The  time  was  recorded  in  seconds.  The  paper,  however,  moved  very  uni- 
formly at  the  rate  of  68  mm,  per  second. 

i  The  amplitude  of  the  souud  vibratioDs  is  always  proportional  to  this  rise. 

i  First  sound  signalled. 

H  Signalled  sounds  intense. 
•■  Signalled  sounds  fainter. 

ft  The  figures  given  in  this  column  opposite  pulses  53  to  62  inclusive,  were 
printed  incorrectly  in  the  preceding  paper  (1,  p.  431).  We  are  availing  our- 
selves of  this  opportunity  to  indicate  that  another  decimal  place  should  be 
added  to  the  corresponding  figures  as  they  appear  in  that  paper  in  column 
"Time  to  peripheral  pulse"  in  Table  II,  "Dog  No.  10." 
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the  curve  not  infrequectly  is  made  up  of  a.  series  of  waves  such  as  com- 
monly follow  the  first  impact  of  water  hammer.  When,  however, 
the  records  are  clear  in  this  respect  the  second  crest  continues  to  appear 
at  approximately  a  constant  interval  after  the  pulse— ^sn  interval 
which  is  the  same  as  that  of  the  single  crest  seen  in  the  earliest  of  the 
compression  pulses.  Between  the  first  and  second  crests  the  gradient 
of  pressure  seems  to  be  determined  mainly  by  the  phase  of  the  pulse 
cycle  that  is  to  say,  by  the  head  of  pressure,  that  has  its  course  to 
run  at  that  time. 

Relation  of  the  sounds  to  the  cwnpression  pulae 

In  this  connection  it  will  be  convenient  to  consider  first  the  general 
configuration  of  the  phonograms.  It  has  been  stated  that  during  de- 
compression the  first  audible  sounds  often  do  not  record.  In  clear 
records,  however,  the  sound  waves  appear  before  the  compressing  pres- 
sure has  fallen  from  8  to  10  mm.  of  mercury  below  the  point  at  which 
the  sounds  become  audible;  at  this  time  the  sounds  are  still  in  the  first 
phase.  The  amplitude  of  the  sound  waves,  as  has  been  said,  changes 
in  agreement  with  the  intensity  of  the  soimds  as  beard.  The  sound 
waves  occupy  the  very  beginning  of  the  peripheral  pulse  (see  below). 
In  the  early  sound  phases  (see  fig.  1),  the  first  vibration  of  each  group 
composing  a  sound  is  the  highest,  the  subsequent  waves  diminishing 
rapidly  in  amplitude  until  they  become  indistinguishable.  Later, 
when  the  sounds  become  intense,  it  is  usually  possible  to  make  out  a 
very  small  sound  vibration  preceding  the  peripheral  pulse  {see  fig.  2). 
This  preliminary  vibration  leads  up  to  the  powerful  vibrations  which 
are  coincident  with  the  beginning  of  the  peripheral  pulse.  We  are  in- 
clined to  believe  that  the  preliminary  vibration  is  produced  by  soimd 
transmitted  by  the  blood  stream  as  such,  from  the  point  where  sound 
first  originates,  and  that  the  powerful  vibrations  represent  sound  waves 
started  locally  within  the  stethoscope  by  the  arrival  there  of  a  trans- 
mitted impact.  Other  explanations  are,  of  course,  possible.  Assum- 
ing, however,  that  the  explanation  here  offered  is  correct,  it  is  of  interest 
to  attempt  to  locate  by  calculation,  upon  the  basis  of  it,  the  seat  of 
earliest  sound  production.  The  preliminary  wave  precedes  the  fully 
developed  wave  by  roughly  0.005  second.  It  is,  we  assume,  propa- 
gated with  the  velocity  of  sound  and  therefore  without  any  appreci- 
able loss  of  time.  The  impact  would,  however,  be  transmitted  as  a 
pulse  wave  along  an  artery  that  is  practically  under  no  tension  what- 
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ever.  The  rate  with  which  it  ia  transmitted  would  therefore  be  very 
much  slower  than  that  of  the  pulse  under  normal  conditions.  Let  us 
assume  that  it  moves  at  a  rate  of  4  M.  per  second,  that  is,  at  about 
one-half  the  normal  rate.    Then  the  first  seat  of  sound  production 

would  be  located  (400  cm.  =  )  2  em.  above  the  tambour  in 

the  stethoscope.  As  our  apparatus  was  arranged,  this  would  place  the 
origin  of  the  sound  in  the  lower  part  of  the  compression  chamber  just 
about  where  we  would  expect  a  water  hammer  to  strike.  We  have 
assumed  that  the  first  fully  developed  sound  wave  marks  the  same  event 
in  all  pulses.  In  order  to  locate  on  the  compression  pulse  the  point 
corresponding  with  the  beginning  of  sound  we  have,  in  measuring  our 
records,  first  determined  the  reUtion  of  the  fully  developed  wave  to 
the  ccoupression  pulse,  and  have  then  carried  all  points  thus  located  on 
the  compression  pulse  forward  by  the  duration  of  the  preliminary  wave, 
usually  0.005  second. 

The  fact  that  the  first  fully  developed  vibration  is  always  the  highest 
and  that  the  sound  vibrations  succeeding  it  gradually  fade  away  and 
have  completely  disappeared  usually  before  the  peripheral  pulse  has 
attained  its  true  crest,  proves  that  the  sound  is  produced  by  a  sudden 
impact  in  the  earliest  phase  of  the  rise  of  pressure  that  lets  the  pulse 
through,  and  that  it  is  not  due  to  the  continued  stretching  of  the 
arterial  walls  through  the  anacrotic  phase  of  the  pulse. 

If  the  compression  sounds  are  produced  by  water  hammer  they 
should  occur  while  the  water  hammer  is  actii^  and,  in  general,  their 
intensity  should  be  proportional  to  the  force  of  the -water  hammer. 
Simultaneous  records  of  the  sounds  in  the  artery  beyond  the  com- 
pression chamber  and  of  the  compression  pulse  show  that  this  is  actu- 
ally the  case  (see  figs.  1  and  2).  The  sounds,  measured  as  indicated 
above,  always  begin  before  the  termination  of  the  first  abrupt  rise  of  the 
compression  pulse  where  this  occurs;  indeed  it  almost  seems  that  they 
mark  the  point  on  the  rise  where  the  ascent  begins  to  become  straight 
(see  preceding  section).  In  the  earlier  pulses  where  the  abrupt  rise 
is  not  clear,  the  sounds  begin  a  bit  before  the  crest  of  the  compression 
pulse. 

This  ia  exactly  in  accordance  with  the  requirements  of  the  hypoth- 
esis. The  very  first  blood  that  succeeds  in  opening  up  the  artery 
is  stopped,  distends  the  artery  and  produces  the  sound,  while  the 
artery  then  continues  to  distend  backward.  If  this  assumption  is  justi- 
fiable, we  have  in  the  peak  at  the  top  of  the  first  rise  of  the  compression 
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pulae,  ail  index  to  the  termination  of  water  hammer.  The  intensity 
of  water  hammer  would  then  be  measured  roughly  by  the  ratio  of  the 
amplitude  of  the  part  of  the  compression  pulse  subtended  by  these  two 
marks  (sound  and  first  crest)  to  the  time  elapsing  between  them.  This 
ratio,  given  in  column  11  of  Table  II,  barring  certain  fluctuations  which 
are  in  part  due  to  the  wide  limit  of  error  of  measurement  and  in  part  to 
fluctuations  in  the  circulatory  conditions  (see  below),  increases  steadily 
from  the  time  the  sounds  are  first  heard  until  they  begin  to  diminish  in 
intensity.  With  this  dimiaution,  the  ratio  rapidly  falls  off,  although 
it  can  be  determined  through  only  a  few  of  the  succeeding  pulses,  the 
marks  of  water  hammer  soon  becoming  indistinguishable.  The  am- 
plitude of  the  recorded  sound  vibrations  varies  in  general  as  the  magni- 
tude of  this  ratio  (see  Table  II,  col.  5).  It  might  be  added  that  these 
variations  furnish  presumptive  evidence  in  favor  of  the  conclusion, 
reached  in  connection  with  the  introductory  theoretical  discussion  of 
the  water  hammer  hypothesis,  that  water  hammer  increases  during 
decompression  until  the  artery  remains  open  throughout  the  pulse 
cycle. 

It  has  been  stated  that  the  water  hammer  ratio  shows  some  fluc- 
tuations. When  one  examines  the  phonograms  corresponding  with  the 
lowest  ratios,  namely,  those  obtained  from  pulses  18,  24,  25,  27,  32,  35, 
37,  42  and  45  (Table  II  and  fig.  1;  also  pulse  45,  fig.  2),  it  is  seen  that 
the  rate  of  vibration  is  invariably  slower  with  these  pulses  than  with 
any  of  the  others.  The  amphtude  of  the  vibrations,  though,  is  not  very 
different.  Since,  however,  smaller  vibrations  of  the  same  real  ampli- 
tude should,  as  a  result  of  instrumental  error,  be  recorded  larger  than 
quicker  vibrations,  it  seems  justifiable  to  conclude  that  these  particu- 
lar sounds  are  lower,  not  alone  in  pitch  but  also  in  intensity,  than  any 
of  the  other  sounds.  It  is  not  difficult  to  show  that  these  sound  fluc- 
tuations are  dependent  upon  card io- vascular  changes;  for  the  particular 
compression  pulses  in  which  they  occur  are  distinguished  from  all  others 
by  their  configuration,  being  broader  across  the  top.  Furthermore, 
they  usually  are  the  shortest  pulses  in  duration,  or  follow  immediately 
upon  the  shortest  pulses.  In  the  absence  of  simultaneous  blood  pres- 
sure records  it  is  impossible  to  determine  the  exact  nature  of  the  cardio- 
vascular phenomena  here  transpiring.  For  present  purposes,  however, 
we  are  alone  interested  in  the  fact  that,  whatever,  may  be  its  nature, 
a  cardio-vascular  phenomenon  that  alters  the  intensity  of  water  ham- 
mer action  also  alters  the  intensity  and  the  pitch  of  the  compression 
sounds  in  the  same  direction. 
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.     Configuration  of  the  peripheral  ptdae 

The  con%uration  of  the  peripheral  pulse  also  throws  some  light  upou 
the  nature  of  the  process  that  produces  the  sounds.  In  the  present 
experiments  the  pulse,  it  will  be  recalled,  was  recorded  by  letting  the 
artery  rest  upon  the  head  of  a  special  receiving  tamboui'  in  the  floor 
of  the  stethoscope.  This  method,  while  not  a  particularly  delicate  or 
constant  one,  was  employed,  firstly,  because  it  did  not  necessitate 
applying  any  pressure  to  the  artery  and,  secondly,  because  it  was  de- 
sirable to  obtain  the  pulse  as  close  to  the  compression  chamber  as  pos- 
sible. Often  it  was  not  delicate  enough  to  record  the  flrst  pulses  that 
came  through.  In  the  case  of  the  particular  record  used  here  for  pur- 
poses of  illustration  (fig.  1)  it  did  actually  record  the  very  first  pulse 
that  gave  rise  to  a  sound. 

The  first  pulses  that  come  through,  as  has  been  said,  usually  give 
no  evidences  of  sound  vibrations,  they  merely  produce  small,  rounded 
elevations.  When,  however,  the  sound  waves  become  visible,  or,  at 
■least,  shortly  thereafter,  the  level  of  the  record  is  raised  a  short  distance 
with  the  first  sound  wave.  This  abrupt  rise  is  followed  by  a  slight  de- 
cline to  a  second  gradual  rise  which  attains  a  greater  height  than  the 
first.  Both  of  these  elevations  gain  in  amphtude  with  decompression, 
the  first,  however,  more  rapidly  than  the  second,  with  the  result  that 
when  the  third  phase  sounds  are  reached  the  first  fully  developed  sound 
wave  may  attain  a  greater  height  than  the  second  rounded  elevation 
and  it  attains  this  height  in  the  extraordinarily  brief  period  of  one-half 
of  a  double  sound  vibration,  or  approximately  0.002  second.  With 
the  onset  of  the  fourth  phase  sounds  the  first  rise  begins  to  diminish  in 
amplitude  while  the  second  elevation  continues  to  gradually  increase 
until  with  a  further  fall  of  compressing  pressure,  usually  of  some  5  to 
10  mm.  of  mercury,  the  pulse  has  taken  on  the  appearance  of  a  normal 
wave. 

There  can  be  no  doubt  but  that  the  abrupt  rise  of  the  pulse  during 
the  loudest  sound  phases  is  the  result  of  an  impact  that  is  extremely 
sudden  and  much  more  forcible  than  any  the  pulse  wave  of  itself  de- 
livers, for  it  may  rise  to  a  greater  amplitude  than  the  pulse  proper. 
The  entrance  of  the  blood  under  practically  systolic  pressure  into  an 
empty  artery  in  which  the  pressure  may  be  zero,  which  is  Ehret's  ex- 
planation of  the  KorotkofT  sounds,  fails  to  account  for  this  rise  of  pres- 
sure above  the  level  of  the  aftercoming  pulse.  It  might,  however,  be 
maintained  that  the  low,  rounded  waves  that  come  through  in  asso- 
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ciation  with  the  first  phase  sounds  could  not  come  from  an  impact 
Qi&t  is  sharp  enough  to  produce  a  sound.  This  objection  loses  much 
of  its  force  when  it  is  recalled  that  the  quantity  of  blood  that  suc- 
ceeds in  getting  through  the  compressed  artery  at  this  stage  is  very 
smaU  indeed.  While  it  may  be  sufficient  to  so  distend  the  artery  at 
the  point  of  impact  as  to  produce  a  sound,  it  nevertheless  may  not  be 
sufficient  to  propagate  a  sharp  pulse  for  any  considerable  distance  along 
the  relatively  empty  artery. 

Effects  of  occlusion  of  the  artery  on  sound  production 

When  one  occludes  the  artery  some  distance  below  the  stethoscope 
in  such  a  way  aa  to  leave  the  artery  distended  with  blood  and  then 
observes  the  sounds  in  the  usual  manner  while  the  compressing  pres- 
sure is  falling,  the  sequence  and  character  of  the  sounds  seem  to  be 
but  httle  altered  from  those  heard  when  the  artery  is  open,  except 
that  the  murmiir  of  the  second  phase  sounds  is  lacking.  This  obser- 
vation f^ain  demonstrates  that  for  the  production  of  the  arterial  com- 
pression sounds  in  all  of  their  phases,  excepting  the  murmurs,  an 
empty  distal  artery  is  not  an  essential  condition. 

Occlusion  of  the  artery  may  however  alter  the  loudness  and  quality 
of  the  sounds.  These  eEfects  are  best  brought  out  by  lowering  the 
compressing  pressure  in  steps  and  noting  at  each  step  the  intensity  and 
character  of  the  sounds,  first  while  the  artery  is  open,  and  then  while  it 
is  occluded.  The  artery  in  such  experiments  must  be  so  occluded  as 
not  to  alter  its  position  in  the  stethoscope  or  arteriograph,  and  precau- 
tions must  be  taken  to  avoid  such  effects  upon  the  quality  and  loud- 
ness of  the  sounds  as  might  result  from  variations  in  the  size  of  the 
cleft  where  the  artery  passes  through  the  aperture  of  the  stethoscope. 
The  former  requirement  is  met  by  employing  the  well-known  method 
of  looping  a  thread  around  the  artery  and  occluding  the  artery  by 
drawii^;  the  ends  of  the  thread  through  a  glass  tube  held  rigidly  in 
place  and  so  that  its  orifice  just  touches  the  artery.  And  the  latter 
requirement  is  met  either  by  filling  the  cleft  with  vaseline  or  by  leaving 
open  the  side  tube  of  the  stethoscope.  It  might  be  added,  however, 
that  excepting  some  loss  of  sound  the  condition  of  the  side  tube,  whether 
open  or  closed,  has  been  without  material  effect. 

The  results  obtained  in  four  typical  experiments  are  here  given  in 
tabular  form  (Table  III).  It  will  be  seen  that  the  changes  wrought  in 
the  sounds  by  occlusion  of  the  artery  are  by  no  means  constant.  It  is 
nevertheless  possible  to  rec(%nize  certain  more  or  less  constant  effects: 
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Early  first  phase:  The  sounds  become  fainter  and  disappear;  occa- 
sionally  they  first  increase  in  intensity  and  then  become  fainter. 

L<Ue  first  phase:  The  sounds  become  fainter. 

Second  phase:  The  murmur  disappears  and  the  sounds  become 
fainter. 

Early  third  phase:  The  sounds  either  become  slightly  fainter  or 
suffer  no  change  in  intensity. 

Late  third  phase:  Changes  iu  intensity,  if  present,  toe  slight,  and  then 
it  either  increases  or  decreases. 

Early  fourth  phase:  The  sounds  either  do  not  change  or  increase 
sli^tly  in  intensity. 

Late  fourth  phase:  The  intensity  of  the  sounds  is  usually  increased. 

Zero  compresaion:  The  intensity  of  sounds  is  always  increased. 

In  an  effort  to  ascertain  the  factors  actually  at  work  in  producing 
these  alterations  in  the  intensity  of  the  sounds  we  will  analyze  a  record 
of  the  pressure  changes  in  the  compression  chamber  obtained  in  one 
of  these  occlusion  experiments.  It  is  seen  in  Table  IV  that  during  the 
first  and  early  second  phases  occlusion  elevates  the  base  line  (slight 
rise  of  compressing  pressure),  reduces  the  amplitude  of  the  oscillations 
(extension  upward  of  the  lower  cone  and  rise  of  compressing  pressure), 
and  increases  the  amplitude  of  the  peripheral  pulse  (reflection  of  the 
pulse  wave).  At  this  stage  of  the  experiment  undoubtedly  only  a 
very  small  quantity  of  blood  succeeds  in  traversing  the  compression 
chamber  with  each  pulse.  The  impact  therefore  could  not  extend 
very  far  from  the  point  where  it  strikes;  and  as  the  artery  fills,  the 
point  of  impact  would  be  carried  away  from  the  stethoscope.  This 
and  the  enfeeblement  of  sound  that  would  be  associated  with  a  rise  of 
the  compressing  pressure,  might  suffice  to  account  for  the  diminution 
in  the  intensity  of  the  sounds  usually  noted.  At  the  same  time  it  is 
conceivable  that  occlusion  of  the  artery  might  increase  perceptibly  the 
force  of  water  hammer  and  might  facilitate  the  transmission  of  the 
impact  that  causes  the  sound  (see  below).  Both  of  these  factors  might 
act  to  increase  the  intensity  of  the  sounds,  at  least  until  the  point  of 
then*  origin  had  receded  some  distance  from  the  stethoscope.  Under 
these  circumstances  the  sounds  might  at  first  increase  in  intensity  and 
then  decrease,  as  actually  happens  in  a  certain  number  of  the  cases 
(Table  III,  experiment  16). 

In  the  late  second  phase  occlusion  for  the  first  time  alters  materially 
the  configuration  of  the  compression  pulse.  The  alterations  are  as 
follows  (See  Table  IV): 
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'   (a)  The  amplitude  of  the  first  crest  is  lowered  from  12.2  to  9.8  mm. 

(b)  The  time  to  the  first  crest  is  reduced  from  about  0.043  to  0.037 
second,  (c)  The  amplitude  subtended  by  the  first  and  second  crests 
is  increased  from  2.4  to  5.0  nun.  (d)  The  total  amplitude  is  increased 
very  slightly — fnan  14.5  to  14.8  mm.  If  we  take  the  ratio  of  the 
amplitude  of  the  first  crest  to  the  time  it  is  attained  as  a  rough  index 
to  water  hammer  action,  we  have  evidence  in  the  foregoing  figures  that 
occlusion  reduces  slightly  the  force  of  the  water  hammer.  We  can 
understand,  therefore,  why,  upon  occlusicm,  the  sounds,  thou^  fainter, 
"remain  fairly  loud." 

While  the  third  phase  is  at  its  height  the  effects  of  occlusion  upon 
the  configuration  of  the  compression  pulse  are  similar  to  those  just 
described:  (a)  The  amphtude  of  the  first  crest  is  lowered  slightly,— 
from  12.1  to  10.6  mm.  (b)  The  time  to  the  first  crest  is  not  per- 
ceptibly altered ;  it  is  in  the  vicinity  of  0.02  second  under  both  conditions. 

(c)  The  amphtude  subtended  by  the  first  and  second  crests  is  in- 
creased from  3.1  to  4.6  mm.  (d)  Now  the  second  crest  is  attained  very 
much  more  quickly  while  the  artery  is  occluded — 0.022,  as  compared 
with  0.05  second.  The  second  rise,  which  is  due  to  the  accumulation  of 
blood  in  the  occluded  artery,  is  therefore  ahnost  as  steep  as  the  first. 
(e)  The  total  amplitude  again  remains  practically  unchanged — 15 
mm.  while  open  and  15.2  mm.  while  closed.  Consequently,  for  reasons 
given  with  the  preceding  set  of  conditions,  it  seems  obvious,  on  the 
basis  of  water  hammer,  that  the  sounds  should  "remain  loud"  when 
the  artery  is  occluded. 

The  changes  noted  upon  occluding  the  artery  when  the  sounds  are 
in  the  vicinity  of  the  limit  between  the  third  and  fourth  phases  are 
as  follows:  (a)  The  amplitude  of  the  first  crest  is  lowered  from  8.6  to 
6.9  mm.  (b)  The  time  to  the  first  crest  is  reduced  from  0.03  to  0.023 
second,  (c)  The  amphtude  subtended  by  the  first  and  second  crests 
is  increased  from  4  to  4.2  mm.  (d)  The  second  crest  is  attained 
more  quickly — 0.022  second  as  compared  with  0.072  second,  (e)  The 
total  amplitude  is  very  shghtly  reduced — from  11.6  to  11.1  mm.  Here 
the  sounds  are  changed  but  little  in  intensity  or  quality.  The  figures 
would  seem  to  indicate  that  water  hammer  action  is  slightly  increased; 
and  inasmuch  as  the  sounds  are  already  dull,  little  change  in  their 
quaUty  is  to  be  expected. 

When  the  sounds  are  well  along  in  the  fourth  phase  the  following 
chains  in  the  configuration  of  the  compression  pulse  are  to  be  noted : 
(a)  The  amplitude  of  the  first  crest,  which  is  now  not  clearly  indicated, 
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ia  not  especially  changed — 5  nun.  ae  compared  with  4.8  mm.  (b)' 
Neither  does  the  time  to  the  first  crest  ohaoge  appreciably;  (o)  but  the 
amplitude  subtended  by  the  first  and  second  crests,  considering  the 
total  amplitude,  is  decidedly  increased — from  2.7  mm.  to  3.6  mm.; 
(d)  while  the  second  crest  is  attained  very  much  more  rapidJy — 0.018 
second  as  compared  with  0.065  second;  (e)  and  the  increase  in  total 
amplitude  is  now  relatively  the  greatest  of  the  whole  aeries — 8.6  from 
7.5  mm.  It  would  therefore  seem  that  in  this  part  of  the  experimeot 
water  hammer,  as  indicated  by  the  amplitude  and  steepness  of  the  first 
rise,  is  not  altered.'  On  the  other  hand,  the  distention  caused  by  the 
second  rise  when  the  artery  is  occluded  now  assumes  a  portion  of  con* 
siderable  importance  relatively:  although  it  is  not  quite  so  high  as,  it 
now  reaches  its  crest  in  less  time  than,  the  first  rise.  Its  tendency 
to  set  the  arterial  walls  into  vibration  would  therefore  be  quite  as 
marked  aa  that  of  the  first  rise.  Inasmuch,  therefore,  as  the  first  rise 
is  not  materially  altered  by  occlusion  of  the  artery  whereas  the  second 
rise  then  practically  comes  into  being,  it  is  easy  to  comprehend  why 
the  sounds  become  "alightly  louder  upon  occlusion." 

A  hurried  analysis  of  this  record  therefore  shows  that  the  changes 
in  sound  caused  by  the  occlusion  of  the  artery  in  this  particular  experi- 
ment are  explicable  on  the  basis  of  water  hammer  action  when  due 
allowance  is  made  for  the  eifects  of  such  accessory  changes  as  the  ex- 
tension of  the  lower  cone,  the  distention  of  the  peripheral  artery  by  the 
pulsatile  entrance  of  the  blood,  and  changes  in  the  compressing  pressure. 
We  do  not  happen  to  have  made  any  record  of  an  experiment,  such  as 
No.  7,  Table  III,  in  which  occlusion  of  the  artery  in  the  third  phase 
caused  the  sounds  to  increase  in  intensity.  It  is  therefore  impossible 
to  determine  whether  such  an  increase  is  due  to  an  increase  of  water 
hammer  action  or  of  some  other  factor.  We  have  as  yet  no  explanation 
to  offer  with  regard  to  the  cause  of  the  dulling  of  the  sounds  so  often 
noted  in  these  occltision  experiments. 

*  This,  it  might  be  noted,  ia  an  intereeting  confirmation  of  our  assumption  that 
the  first  crest  is  the  result  of  water  liammer;  for  at  this  stage  of  the  experiment 
there  is  no  reason  why  occlusion  ot  the  artery  should  alter  materially  any  of  the 
factors  that  participate  in  water  hammer:  the  lower  artery  ia  already  fairly  ful], 
the  lower  cone  is  practically  eliminated,  and  the  compressed  segment  now  alters 
its  capacity  only  through  the  filling  permitted  by  the  elasticity  of  the  arterial 
wall. 
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Location  of  the  loudest  and  the  ekara^erietie  gounda 

In  the  dog  the  sounds,  whan  loud,  can  be  heard  with  the  phonendo- 
scope  over  the  artery  above  the  compreseton  chamber  (of  this  more 
later)  and  over  the  upper  and  lower  ends  of  the  compression  chamber. 
It  is  interesting,  however,  that  these  sounds  usually  differ  somewhat 
fnHn  those  heard  over  the  lower  artery  in  being  somewhat  blowing, 
or  at  least,  duller,  in  character;  the  characteristic  snap  usually  is  first 
clearly  heard  at  the  point  where  the  artery  leaves  the  arteriograph. 

The  distance  along  the  distal  artery  the  characteristic  sounds  cau  be 
heard  with  the  stethoscope  depends  somewhat  upon  the  sound  phase. 
In  the  early  first  phase  the  sounds  are  heard  best  close  to  the  compres- 
sion chamber;  at  a  distance  of  one  or  two  centimeters  they  usually  can 
no  longer  be  heard.  In  the  second  phase  the  sounds  are  transmitted 
nith  diminishing  intensity  a  considerable  distance  down  the  artery, 
though  the  murmurisb  quality  may  not  be  heard  beyond  4  cm.  During 
the  later  phases  the  sounds  are  very  well  transmitted;  they  diminish 
slightly  with  the  distance,  but  can  be  well  heard  along  the  whole  course 
of  the  freed  artery.  During  the  first  phase,  when  the  sound  is  clearly 
audible  cl(»e  to  the  arteriograph  but  not  at  a  distance,  it  is  found  that 
upon  occluding  the  artery  distally  the  sound,  thou^  fainter,  may  be- 
come ahnost  equally  audible  along  the  entire  length  of  the  distended 
artery. 

Essentially  similar  results  are  obtainable  in  man  when  the  sounds 
are  examined  over  the  armlet  and  at  different  distances  below  it.  In 
these  observations,  we  have  used  a  Riva  Rocci  tube  4  em.  wide,  because 
of  all  of  the  armlets  now  in  use  this  is  composed  of  the  fewest  layers  of 
material ;  the  button  of  the  phonendoscope  resting  on  it  is  separated 
from  the  underljdng  tissues  by  two  thin  layers  of  cloth-covered  rubber 
only.  Sounds  can  be  heard  through  this  armlet  along  the  course  of 
the  brachial  artery  but  they  are  distinctly  fainter  over  the  upper  than 
the  lower  half  of  the  tube  (20).  In  the  arm  below  the  tube  the  sounds 
are  loudest  at  the  lower  edge  of  the  band  and  their  intensity  diminishes 
along  the  course  of  the  artery  though  they  can  be  heard  for  a  consider- 
able distance  (20).  It  is  scarcely  possible  to  duplicate  the  observa- 
tions on  the  effects  of  occluding  the  artery  because  in  man,  on  account 
of  the  simultaneous  compression  of  the  veins,  the  arteries  are  distended 
to  a  certain  extent  in  all  parts  of  the  observation. 

These  results  leave  little  room  for  doubting  that  the  characteristic 
Korotkoff  sounds 'start  at  the  lower  end  of  the  compressed  segment  of 
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artery;  that  they  are  transmitted  from  this  point  along  the  eourae  of 
the  artery;  and  that  they  are  transmitted  for  a  longer  distance  along 
s  full  than  along  an  empty  artery.  The  latter  fact  furnishes  additional 
evidence  for  the  view  that  the  sound  is  developed  along  the  artery  by 
the  transmission  of  a  wave.  This  wave  would  not  be  well  transmitted 
when  it  is  started  through  an  empty  artery  by  a  small  volume  of  blood. 
Distending  the  artery  would,  however,  and  does,  increase  its  ability  to 
transmit  shocks. 

Location  of  s  ensalion 

*  As  is  well  known  the  subject  of  a  blood  pressure  estimation  experi- 
ences in  his  arm  a  sensation  reBembliug  a  rather  sharp  shock  as  long  as 
the  compressing  pressure  lies  in  the  systolic-diastolic  region.  At  all 
other  compressing  pressures  the  pulsatile  sensation  is  not  that  of  a 
shock.  Now  that  evidence  has  been  obtained  indicating  that  the 
phj^ical  basis  of  the  process  enacted  imder  the  armlet  is  water  hammer, 
any  one  who  has  felt  this  shock  will  recognize  the  resemblance  of  the 
sensation  to  that  which  one  would  expect  water  hammer  to  exert. 

In  my  own  experience  the  shock  has  always  been  most  distinctly 
felt  under  the  lower  part  of  the  armlet  (20)  where  the  impact  of  the 
water  hammer  must  take  place.  In  order,  however,  to  test  this  matter 
in  a  wholly  unbiased  way,  we  have  had  several  good  subjects  for  this 
purpose,  who  were  unfamiliar  with  the  object  of  the  tests,  point  con- 
tinually with  the  fitter  to  the  spot  where  the  sensation  was  most  dis- 
tinct while  blood  pressure  estimations  were  being  made  on  them  by 
the  method  of  continuous  escapement.  In  each  case  the  shock  was 
located  under  the  lower  edge  of  the  annlet  and  in  most  instances  at  a 
point  that  corresponded  with  the  lower  1  or  2  cm.  of  the  pneumatic  bag. 
In  all  probability  this  is  about  the  level  at  which  the  artery  begins  to 
open  out  from  beneath  the  compression. 

Sounds  heard  central  to  the  compreaaion 

It  has  been  maintained  that  because  In  man  the  Korotkoff  sounds 
cannot  be  heard  above  the  armlet  they  therefore  cannot  be  produced 
by  any  process  taking  place  under  the  cufF  itself  (4).  Even  if  this 
were  true  it  would  not  preclude  the  possibility  that  sounds  originate 
in  a  process  enacted  at  the  lower  edge  of  the  armlet.  But  as  &  matter 
of  fact  sounds  can  be  heard  in  the  artery  above  the  cuff  (21), 

We  have  not  investigated  this  question  systematically;  indeed  ob- 


d  by  Google 


HBCHAMT6H  OF  THE  COHFRBBSION  SOUNDS  OF  KOROTKOFP        121 

aervations  have  been  made  on  only  two  subjects.  Both  were  normal 
young  men  with  blood  pressures  that  might  be  regarded  as  at  the  uppor 
limit  of  nonnal  and  with  normal  compression  sounds.  They  were 
selected  for  these  observations  because  they  had  long  thin  arms.  The 
aimlet  was  first  fastened  to  the  arm  in  the  usual  position  and  the 
artery  ausculted  with  the  phonendoscope  in  the  bend  of  the  eltHnv. 
Then  the  armlet  was  shifted  to  a  lower  position  and  the  artery  aus- 
culted centrally  in  its  most  superficial  position  between  the  biceps  and 
triceps  muscles.  The  results  obtained  in  both  cases  were  essentially 
alike;  we  will  therefore  describe  only  one  set. 

Listening  below  the  cuff,  the  first  sounds  were  heard  at  128  nun.  Hg; 
they  became  duller  at  90  mm.  and  disappeared  at  from  85  to  75  mm. 
Listening  above,  no  sound  was  audible  when  the  arm  was  uncom- 
pressed. At  160  nun.  Hg,  however,  that  is,  well  above  systolic  pres- 
sure, a  sound  could  be  heard.  This  sound  became  perceptibly  fainter 
at  124  mm.  Hg  and  at  the  same  time  a  second  sound  following  the  one 
first  heard  became  audible.  The  interval  between  these  two  sounds 
diminished  as  the  compression  decreased  until  at  about  90  mm.  Hg  it 
was  no  longer  possible  to  distinguish  between  them;  and  soon  there- 
after no  sound  could  be  heard  at  all.  It  should  be  added  that  the  sound 
audible  above  the  armlet  whfen  the  artery  is  occluded  by  a  pressure  in 
excess  of  the  systofic  pressure  does  not  owe  its  origin  to  any  property 
peculiar  to  the  armlet;  for  the  same  sound  is  obtaiaed  when  the  artery 
is  occluded  by  the  finger. 

In  the  dog  it  is  difficult  to  find  room  for  the  stethoscope  above  the 
compression  chamber  and  still  have  a  large  enough  artery  in  the  arterio- 
graph  to  yield  good  soimds.  But  when  the  phonendoscope  is  *placed 
on  the  distal  artery  a  sound,  probably  emanating  from  the  uncom- 
pressed arteiy  above,  can  be  heard  even  when  the  compressing  pressure 
exceeds  the  systolic  pressure.  As  in  the  case  of  man  a  second  sound 
becomes  audible  at  lower  cconpressing  pressures.  When  first  heard  this 
second  sound  is  nell  separated  from  the  first  and  has  t^e  characteristics 
of  the  pistol  shot  sound.  As  the  compressing  pressure  falls  the  second 
sound  goes  through  the  five  phases,  while  the  first  soimd  steadily  grows 
fainter  and  approaches  closer  and  closer  to  the  sec(Hid,  until  the  two 
merge. 

In  botii  man  and  the  dog  the  first  of  the  two  sounds  described  above 
is  probably  developed  or  enhanced^  as  the  case  may  be,  by  the  added 
enei^  the  pulse  delivers  to  the  artery  when  it  is  occluded.  In  man  it  is 
picked  up  directly  from  the  upper  artery  by  the  phonendoscope;  in 
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the  d(%  it  is  transmitted  as  sound  to  the  phoaendoscope  below.  On 
the  otiier  hand  in  man  the  second  sound  is  transmitted  upward  perhaps 
partly  as  sound,  though  it  is  conceivable  that  it  is  also  developed 
locally  by  the  retrograde  impact  of  water  hammer,  while  in  the  dog  it 
is  in  the  main  developed  locally  by  the  transmitted  impact.  The  fact 
that  they  merge  as  the  cc^npressing  pressure  falls  is  in  keeping  with  the 
observation  that  the  KorotkoS  sounds  under  similar  circumstances 
appear  eu-lier  and  earlier  in  the  pulse  cycle. 

Behavior  of  the  central  and  peripheral  arterial  pressures  durin{i 
decompreaaion 

It  has  been  shown  that  the  Korotkoff  sounds  are  a  manifestation  of 
water  hammer;  we  should  therefore  expect  the  arterial  pressures  cen- 
tral and  peripheral  of  the  compression  chamber  to  manifest  the  changes 
eharacto'istic  of  water  hammer. 

Peripherid  pressure.  Presumptive  evidence  has  already  been  pre- 
seoted  indicating  the  existence  of  peripheral  pressure  effects  con- 
aistent  with  the  premises:  while  loud  sounds  are  in  evidence  the 
initial  rise  of  the  peripheral  pulse  may  be  higher  than  the  crest  proper 
of  the  pulse.  Direct  jwoof  of  the  existence  of  the  peripheral  pre^ure 
effects  of  water  hammer  has  been  obtained  in  an  experiment  in  which 
the  artery  was  cut  below  the  stethoscope  and  the  central  stump  con- 
nected with  a  mercury  manometer  through  a  stopcock  which  in  one 
po^titm  permitted  of  the  free  transmission  of  the  pressure  and  in  an- 
other position  acted  as  a  maximum  valve  (22).  It  should  be  added 
that,  through  an  oversight,  the  valve  was  not  delicate  enough  to  give 
the  best  results.  The  results  obtained  can  therefore  be  regarded  as 
only  qu^tatively  correct;  they,  however,  suffice  for  present  purposes. 
The  experiment  shows  conclusively  (8  estimations)  that  while  those 
souods  are  audible  that  are  well  transmitted  along  the  course  of  the 
artery,  namely,  the  third  phase  sounds  and  possibly  the  late  second 
phase  sounds  also,  the  maximum  pressure  is  higher  by  from  8  to  18  mm. 
Hg  than  the  maximum  end  pressure  of  the  uncompressed  artery.  Dur^ 
ing  the  fourth  phase  the  maximum  pressure  is  not  so  high  as  during 
the  third. 

Central  pressure.  The  water  hammer  effect  is  produced  in  the  com- 
pression chamber  by  the  entrance  of  blood. into  the  openii^  artery 
with  a  speed  that  exceeds  the  normal  rate  of  flow.  But  blood  cannot 
be  furnished  from  above  at  a  velocity  greater  than  the  normal  with- 


d  by  Google 


HECHANI8U  OF  THE  .COlfPKHBSION  SOUNDS  OF  KOHOTXOFF        123 

out  eausing  some  fall  of  pressure  centraJIy.  We  would  therefore  expect 
the  central  pressures  to  fall  momentarily  in  each  pulse  while  the  water 
hammer  is  acting,  aud  since  the  velocity  of  flow  is  the  main  factor  that 
detennines  the  force  of  the  water  hauoner,  we  would  further  expect  Uiis 
fall  of  the  central  pressures  to  vary  with  the  intensity  of  the  sounds. 
Whether  or  not  this  occurs  in  animals  we  have  not  determined.  It,  or 
something  analogous  to  it,  does,  however,  occur  under  sunilar  condi- 
tions in  a  circulation  schema.  In  this  connection  we  quote  from  an 
article  published  by  the  author  in  1904  (14,  p.  76). 

....  With  each  diminution  of  the  outaide  (eomprasmny')  pressure,  with 
its  conaequent  incre&ae  in  the  velocity  of  blood  flow,  the  centTol  pressure  in  the 
sehemB  falls  slightly.  But  we  find  that  as  we  approach  the  pressure  at  which 
QMudroum  puiaatione  are  obtaioed,  this  diminution  in  the  minimum  (and  maxi- 
mum) pteeaure  is  accelerated,'  but  that  the  pressure  recovers  when  the  ampli- 
tude of  the  eompreMion  pulsations  begins  to  diminish,  and  that  it  then  continues 
to  fall  off  gradually.  This  accelerated  diminution  of  the  minimum  (and  maxi- 
mum) pressure  is  quite  independent  of  variations  in  the  rate  of  periphwal  flow 
and  has  not  as  yet  received  a  satisfactory  explanation. 

This  result,  then  impossible  of  explanation,  now  ia  readily  accounted 
for.  Indeed  it  is  a  necessary  maaifestatioa  of  water  hammer  as  pro- 
duced by  the  methods  employed  in  the  eatimation  of  blood  pressure. 
It  will  be  noted  that  it  manifeBts  itself  in  the  circulation  schema  when 
the  ccHupressing  pressures  Ue  between  those  that  determine  the  critical 
increase  and  decrease  in  the  ampUtude  of  compression  oscillations, 
which  mark  respectively  the  systolic  and  the  diastoUc  pressures. 

SUlaiABY 

The  more  important  observations  and  conclusions  of  this  investiga- 
tion may  be  summarized  as  follows : 

The  Korotkoff  sounds  are  produced  by  water  hammer. 

1.  The  evidence  in  favor  of  this  conclusion  is  as  follows: 

a.  While  sounds  are  in  evidence,  blood  enters  the  compressed  artery 
with  a  velocity  far  in  excess  of  the  normal. 

6.  When  the  sounds  are  loud  (third  phase)  the  artery  in  the  compres- 
sion chamber  can  be  made  to  act  as  a  hydraulic  ram  through  the  periph- 
eral artery. 

*  Italiciied  words  are  added  in  order  to  make  the  context  clear. 

'  As  a  matter  of  fact  the  acceleration  begins  during  decompression  with  the 
first  abrupt  increase  in  amplitude  of  the  compression  pulse  (eee  Table  III  and 
fig.  ,12  of  the  article  referred  to  (14)  for  further  details) . 


d  by  Google 


124  JOBBPB   ERL&NQEH 

e.  The  pressures  ceDtral  of  the  compressed  artery  (circulation  schema) 
fall  while  the  wider  compression  oscillations  are  recording. 

d.  The  configuration  of  the  compression  pulse  conforms  with  the 
requirements  of  the  water  hammer  hypotheeis- 

e.  The  sounds  are.Iocated  in  that  phase  of  the  pulse  cycle  in  which  a 
water  hammer  would  strike. 

/.  The  intensity  of  the  sounds  varies  during  decompression  as  the 
values,  obtained  from  records,  assumed  to  indicate  the  force  of  the 
water  hammer. 

g.  Calculation  locates  the  initial  site  of  soimd  production  in  the 
lower  end  of  the  compression  chamber. 

k.  T^t  the  sound  is  produced  by  a  sudden  impact  is  indicated  by  the 
fact  that  the  first  of  the  series  of  vibrations  associated  with  each  sound 
is  the  highest. 

i.  The  form  of  the  pulse  beyond  the  compression  chamber  is  such,  in 
certain  stages  at  least,  as  could  be  produced  only  by  a  sudden  impact 
more  forcible  than  any  the  pulse  itself  could  strike. 

j.  The  sounds  are  loudest  at  the  lower  edge  of  the  compression 
chamber, 

k.  The  sensation  perceived  in  the  arm  during  the  systolicniiastolic 
phase  of  decranpression  is  localized  where  water  hanuner  would  strike 
and  has  the  characteristics  of  a  blow  delivered  by  water  hammer. 

2.  The  main  objections  to  other  views  on  the  origin  of  the  Korotkoflf 
sounds  are  as  follows: 

a.  The  fact  that  the  Korotkofif  sounds  can  still  be  obtained  when  the 
artery  is  occluded  at  the  lower  orifice  of  the  compression  chamber  and 
when  the  artery  below  the  compression  chamber  is  distended  with  blood 
renders  untenable  views  based  on  the  presence  of  an  empty  peripheral 
artery  (3), 

b.  Views  assigning  prime  significance  to  the  tissues  surrounding  the 
artery  (6)  are  invalidated  by  the  fact  that  the  bare  artery  suffices  for 
the  production  of  characteristic  sounds. 

c.  Resonance  of  the  air  chamber  (8)  is  shown  to  be  unessential  for 
the  production  of  characteristic  and  loud  sounds.  The  evidence  pre- 
sented in  support  of  this  view  is  shown  to  be  open  to  a  wholly  different 
interpretation,  namely,  limitation  of  the  movements  of  the  walls  of  the 
compressed  artery. 

d.  The  view  ascribing  the  sounds  solely  to  changes  in  the  form  of 
the  tube  in  the  compression  chamber  (6)  is  based  upon  a  wrong  concep- 
tion of  the  sequence  of  these  changes  in  form .    Furthermore,  it  is  shown 
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that  the  artery  below  the  compression  chamber  during  certain  of  the 
sound  phases  contributes  to  sound  production. 

3.  The  mechanism  of  sound  production,  in  a  word,  is  that  the  water 
hammer  moving  through  the  artery  in  the  compression  chamber,  under 
usual  circumstances,  strilceB  the  stagnant  blood  in  the  uncompressed 
artery  below  and  distends  the  artery  there  so  as  to  give  rise  to  sound. 
The  wave  started  by  this  impact  is  transmitted  down  (and  up?)  the 
artery  with  sufficient  amplitude  to  produce  sound  locally  as  it  proceeds, 
but  only  when  the  volume  of  blood  coming  through  is  sufficient  and 
when  the  lower  artery  already  is  fairly  full  of  blood,  and  therefore 
ordinarily  only  in  the  late  second  and  third  sound  phases. 
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Food  accetaoriea.    T.  B.  Osbornb  and  L.  B.  Mendel. 

Food  accessories.     E.  V.  McCollum. 

Food  acceasories.    Carl  Vobqtlin. 

The  formation  and  atrueiure  of  the  fUmngd.    W.  H,  Howell. 

Experimenta  on  the  mechanism  of  oamoaia.    Jacques  Loeb. 

Further  observaiitma  on  over-adivity  of  the  cervical  sympathetic.    W.  B. 

Cannon  and  Reginald  Fitz. 

In  an  animal  with  rapid  heart,  falling  hair,  increased  excitability, 
and  a  steadily  mounting  metaboliam,  which  had  reached  about  60 
per  cent  above  the  average — all  these  symptoms  resulting  from  union 
of  the  phrenic  nerve  to  the  cervical  sympathetic  trunk — removal  of 
the  thyroid  gland  on  the  operated  side  stopped  the  progress  of  the 
disease  and  brought .  the  metabolism  down  within  normal  limits. 
Whereas  other  animals  with  the  disease  had  died  within  three  months 
of  the  first  appearance  of  the  symptoms,  this  animal  lived  nonn^ly 
for  seven  months  after  the  operation,  and  was  then  purposely  killed. 

Some  new  observations  on  the  uric  add  content  of  the  blood.  Otto  Folin 
and  R.  D.  Bell  (by  invitation),  with  the  assistance  of  G.  Le  B. 
Foster. 

On  continuous  insufflation  through  the  humerus  in  fowls.    A.  L.  Meter 

and  S.  J,  Meltzer, 

In  fowls  the  bones  are  connected  with  the  air  sacs  and  lungs.  In 
our  experiments  a  continuous  current  of  air  was  insufflated  through  the 
humeri  in  chickens;  in  most  experiments  the  air  escaped  through  a 
tracheal  cannula.  The  continuous  insufflation  was  made  under  vari- 
ous air  pressures  and  the  duration  varied  from  a  few  seconds  to  more 
than  two  hours.  The  insufflation  was  made  either  with  pure  air  or 
air  admixed  with  ether  or  with  carbon  dioxide.  We  shall  report  here 
only  a  few  of  the  facts  which  were  observed  in  these  experiments. 

When  the  insufflation  pressure  was  about  10  mm.  of  mercury,  all 

respiratory  oscillations  disappeared;  the  thorax  stood  still  in  a  more 
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or  less  exaggerated  state  of  mspiration.  The  degree  of  pressure,  re- 
qtiired  to  produce  such  a  stand-still  apparently  varied  with  the  size  and 
perhaps  also  with  the  v^r  of  the  animal.  Fifteen  millimeters  never 
failed  to  produce  a  stand-still.  On  the  interruption  of  the  insufflation 
in  most  of  the  experiments  the  thorax  immediately  assumed  an  expira- 
tory state  in  which  it  continued  to  stand  still  variously  from  a  few 
seconds  to  half  a  minute  and  longer.  Following  this,  inspiratory  oscil- 
lations set  in  which  very  gradually  resumed  their  former  depth.  Ether 
invariably  prolonged  the  state  of  the  expiratory  after-effect.  In  a  few 
instances,  a  stand-still  in  a  reduced  inspiratory  state  preceded  the  ex- 
piratory after-effect.  The  inspiratory  stand-still  during  insufflation 
was  soon  interrupted  by  some  moderate  oscillations,  when  COj  was 
added  to  the  insufflated  air.  Insufflation  of  air  containing  3  per  cent 
of  COi  or  more  does  not  bring  on  a  stand-still;  on  the  contrary,  it 
increases  the  inspiratory  and  expiratory  amplitudes  of  the  respiration. 
The  prolonged  continuous  insufflation,  practiced  in  these  animals,  is 
sur^y  capable  of  removing  a  good  deal  of  COi  from  the  body,  much 
more  so  than  in  any  form  of  rhythmical  artificial  respiration  or  in 
forced  respiration.  Nevertheless,  in  no  instance  did  a  symptom  make 
its  appearance  during  or  after  the  insufflation  which  could  be  interpre- 
ted as  "shock."  Furthermore,  the  line  indicating  the  expiratory  stand- 
still ran  along  the  peaks  of  the  expiratory  oscillations,  and  some  times 
even  above  them.  In  fowls  the  expiration  is  even  normally  of  an  active 
character.  The  apnoea,  then,  which  follows  prolonged  insufflation 
means  a  tetanic  contraction  of  the  expiratory  muscles.  Our  exper- 
iments, therefore,  demonstrate  the  fact  that  the  apnoea  vera  which  fol- 
lows continuous  insufflation  does  not  consist  in  a  passive  state  of  the 
thorax,  but  rather  in  the  production  of  a  tetanic  state  of  the  respiratory 
muscles,  chiefiy  those  of  expiration.  Since  the  continuous  insufflation 
in  our  experiments  means  a  considerable  reduction  in  the  content  of  COt 
of  the  body,  or  as  it  is  now  called,  acapnia,  it  follows  that  in  our  exper- 
iments the  acapnia  had  a  stimulating  effect  upon  the  respiratory  mus- 
les  and  not  as  it  is  usually  assumed  that  the  lowering  of  the  COi  means 
the  reduction  or  abolition  of  a  stimulus.  On  the  other  hand,  the  exper- 
iments in  which  C0»  was  added  to  the  insufflated  air,  the  respiratory 
rhythm  was  started  or  the  unauppressed  rhythmical  oscillations  were 
augmented.  In  other  words,  our  experiments  seem  to  show  that  the 
reduction  of  COi  acts  as  a  stimulus  apt  to  produce  a  tetanus  of  the 
respiratory  muscles,  while  the  increase  of  COi  favors  the  augmentation 
of  the  respiratory  rhythm. 

The  infitienee  <^  the  adrenah  on  the  kidneys.    E.  K.  Makshall  and 
D.  M.  Davib  (by  invitation). 

Heredity  and  interruil  secretion  in  the  origin  of  cancer  in  mice.     Leo  Lobb. 
Different  strains  of  mice  kept  in  the  sam'e  environment  differ  very 
much  in  the  frequency  with  which  cancer  occurs  among  them.     In  suc- 
ceeding generations  the  percentage  figure  for  cancer  is  fairly  constant 


d  by  Google 


128  AHEBICAN   PHTBIOLOGICAL  BOCIETT 

in  different  strains  of  mice.  Equally  characteristic  for  different  strains 
is  the  age  at  which  cancer  occurs.  Hybridization  experiments  confirm 
and  extend  these  oonclusions.  In  our  experiments  the  tendency  to 
cancer  was  not  in  the  majority  of  cases  a  recessive  character. 

These  data  are  a  prerequisite  for  further  studies  of  factors  respon- 
rible  for  the  spontaneous  development  of  cancer  as  well  as  for  attempts 
to  find  a  rational  basis  for  diminishing  the  frequency  of  cancer. 

In  former  investigations  we  found  that  a  combination  of  a  mechanical 
stimulus  and  the  influence  of  a  substance  secreted  by  the  corpus  luteum 
led  to  the  production  of  rapidly  growing  tumor  like  newformations, 
the  deciduomats.  These  facts  as  well  as  the  significance  of  the  corpus 
luteum  for  the  growth  of  the  mammary  gland  suggested  a  possible 
importance  of  the  corpus  luteum  for  the  spontaneous  development  of 
cancer  in  mice.  We  found  that  castration  of  mice  at  or  below  the  age 
of  six  months  (corresponding  to  a.  period  of  life,  when  the  animals  are 
already  sexually  mature)  diminished  the  cancer  incidence  in  a  very 
pronounced  way;  the  cancer  rate  fell  from  60  or  70  per  cent  in  normal 
mice  to  9  per  cent  in  castrated  mice. 

Non-breeding  mice  with  functioning  ovaries  develop  cancer  in  a 
somewhat  smaJJer  percentage  of  cases  and  at  a  somewhat  higher  age 
than  normal  breedmg  mice.  The  influence  of  prevention  of  breeding 
is  much  less  marked  than  castration,  a  finding  in  accordance  with  the 
fact  that,  while  castration  eliminates  the  effect  of  the  corpora  lutea, 
non-breeding  merely  diminishes  or  modifies  it.  Non-breeding  may  also 
diminish  mechanical  irritation  of  the  mammary  glands.  It  appears 
probable  that  with  the  cooperation  of  hereditary  factors  all  those 
mtemal  secretions  are  factors  in  the  origin  of  cancer  which  initiate  or 
sustain  continuous  or  periodic  growth  processes. 

Tkeeffed  of  X-roj/s  (m  cancer  immunity.    James  B.  Murphy. 

Tfu  presence  of  posterior  lobe  aecreldon  in  th£  cerebrospinal  fluid.   Harvet 
Cdsbinq  and  Gilbert  Horrax  (by  invitation). 

Tke  influence  of  gaatreetomy  on  eubse0ient  pancreatectomy  in  dogs.    J. 

R.  MuELiK  and  J.  E.  Sweet. 

In  1913  Murlin  and  Kramer'  reported  the  observations  that  sodium 
carbonate  reduces  the  output  of  sugar  in-  the  urine  of  depancreatised 
dogs  and  hydrochloric  acid  increases  it.  Since  the  pancreas  produces 
sodium  carbonate  in  proportion  to  the  hydrochloric  acid  produced  by 
the  stomach  (Pawlow,  Cohnbeim  and  Klee)  these  observations  sug- 
gested the  possibility  that  the  consequences  of  pancreatectomy  may 
be  due  in  part  to  the  unneutrahzed  HCl  of  the  stomach.  This  view 
was  presented  in  brief  in  November  1913.*  Two  dogs,  in  which  the 
stomach  contents  were  excluded  from  the  intestine  by  a  band  placed 

'  Journal  of  Biological  Chemistry,  1913,  xv,  365. 
■Murlin:  Postgraduate,  N. Y.,  1913,  November  number. 
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about  the  pylorus  at  tbe  time  of  pancreatectomy,  developed  no 
glycosuria  for  twenty-four  hours.  Dr.  Kramer  aviated  with  these 
operations. 

A  third  dog  whose  stomach  was  removed  in  the  same  operation  as 
the  pancreas,  by  Dr.  J.  A.  Hartwell,  developed  no  glycosuria  for  thirty- 
six  hours  and  then  for  two  more  days  showed  a  D:  N  ratio  below  1. 
A  fourth  dog,  also  operated  by  Dr.  Hartwell,  the  pancreas  being  re- 
moved one  week  after  the  stomach  was  removed,  gave  no  sugar  in  the 

Dog  VIII-    Gattrectomy  November  11;     Pancreatectomy,  December  9,  1915 
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urine  within  twenty-four  hours,  and  exhibited  the  D:N  ratio  of  1  or 
thereabouts  for  two  days.  All  of  these  doge  died  by  accident.  Only 
one  of  them  had  a  temperature  above  normal  following  operation. 

In  June,  1914,  one  of  ua  (S.)  removed  the  stomach  from  a  dog  and 
eleven  days  later  removed  the  pancreas.  The  urine  following  the  sec- 
ond operation  was  analyzed  daily  by  Dr.  H.  B.  Lewis  in  Dr.  Taylor's 
laboratory.  For  about  thirty-six  hours  it  contained  no  sugar  then  for 
fourteen  days  more  exhibited  a  D:  N  ratio  varying  from  0.7  to  1.7. 

More  recently  the  stomachs  have  been  succesrfully  removed  from 
three  dogs  and  one  of  these  has  also  been  deprived  of  the  pancreas  four 
weeks  after  gastrectomy.  Observations  on  this  dog  for  the  first  week 
following  the  second  operation  are  recorded  in  the  table. 

It  will  be  seen  that  the  dog  again  starts  off  with  the  ratio  of  1 . 1 .  Not- 
withstanding that  milk  was  given  by  mistake  on  the  first  day,  the  D:  N 
on  the  second  day  was  only  0.61 .  The  R.  Q.  on  this  day  shows  that  the 
dog  could  bum  some  glucose.  The  fourth  day  was  a  fasting  day  and 
on  the  fifth  the  urine  contained  no  sugar.  This  dog  at  the  present 
writing  (December  23)  is  still  alive  and  is  sugar  free  when  not  fed.  Up 
to  the  end  of  the  first  week  (December  15)  the  R.  Q.  shows  that  the  dog 
was  still  capable  of  oxidizing  some  ingested  sugar. 

The  dislribiUion  of  suprarenifi-yielding  lisstte  in  different  animals. 
M.  E.  FuLE  (by  invitation)  and  J.  J.  R.  MacLeod. 

The  action  of  minimal  doses  of  adrenalin.    Waivter  J.  Meek. 

The  effeds  of  suprarenal  feeding  on  the  white  rat.  R.  G.  Hoskins  and 
AuGPBTA  D.  Hoskins  (by  invitation). 

Adrenalin  content  ^  the  blood  in  condittona  of  low  blood  pressure  and 
"shock."  E.  A.  BEDFORn  (by  invitation)  and  H.  C.  Jackson.  Read 
by  title. 

Rhythmical  changes  in  the  resistance    of   dividing  sea-urchin    eggs  to 

hypotonic  aea^water.    Ralph  S.  Lillie. 

In  dilute  sea-water  ie.g.,  60  volumes  tap-water  plus  40volumes  Bear 
water)  fertilized  sea-urchin  eggs  (Arbacia)  take  up  water  osmoticsJly 
and  swell.  A  medium  of  this  composition  does  not,  however,  cause 
cytolysis  (loss  of  pigment  and  disintegration)  unless  the  eggs  are  intro- 
duced at  or  near  the  time  of  appearance  of  the  cleavage  furrow.  This 
change  is  associated  with  a  marked  decline  in  the  resistance  of  the 
^gs  to  hypotonic  media,  and  cytolysis  is  then  rapid  and  complete. 
When  the  cleavage-furrow  is  fully  formed  the  original  resistance  rap- 
idly returns.  A  similar  reversible  decline  of  resistance  accompanies  the 
second  and  third  cleavage. 

The  following  record  of  an  experiment  will  illustrate.  Eggs  were 
placed  in  hypotonic  sea-water  at  different  intervals  after  fertilization. 
(Up  to  forty  minutes  no  change  takes  place  beyond  swelling.) 
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Nearly  all  eggs  intact;  1-2  par  cent 
cytolyzed 

48  m 
50m 
52  m 

(furrow  in  ca.  half  the  egga) 

(nearly  all  egga  cleaving) 

80-85  per  cent  cytolyzed 
90  per  cent  or  more  cytolyzed 
95  per  cent  or  more  cytolyted 
60-70  per  cent  cytolyied 
25-36  per  cent  cytolyzed 
ca.  20  per  cent  cytolyzed 
CO.  10-15  per  cent  cytolyzed 
Fen  cytolyzed  (ca.  5  per  cent) 

56m 

(cleavage  complete  in  nesdy  all) . 

The  minimum  of  resistaoce  is  found  during  the  formation  of  the  fur- 
rote.  Both  the  decline  &nd  the  return  of  resiatance  are  rapid,  the 
greater  part  of  each  phaee  occupying  four  or  five  minutes.  Evidently 
the  plasma-membrane  becomes  much  less  resistant  to  disruption  at 
the  time  of  cleavage;  i.€.,  its  coherence  or  extensibility  is  decreased; 
with  this  change  is  probably  associated  an  increase  of  permeability 
and  a  decrease  of  electrical  polarization.  A  definite  change  in  the 
physical  properties  of  the  membrane  is  thus  associated  with  division 
of  the  cell-body;  increased  surface-tension,  resulting  from  decreased 
electrical  polarization,  is  probably  the  chief  factor  conditioning  the 
change  of  form. 

Maas-acHon  in  the  acHvalion  effect  of  butyric  acid  on  unferHUied  star- 
fish eggs.    Ralph  S.  Lillie. 

Simple  exposure  to  solutions  of  butyric  acid  (in  sea-water  or  van't 
Hoff's  solution)  is  sufficient  to  induce  complete  activation  in  unferti- 
lized starfish  eggs,  provided  the  proper  time  of  exposure  is  employed. 
With  too  brief  exposures  activation  is  partial  (membrane-formation 
followed  by  breakdown  in  early  development);  over-exposure  injures 
the  eggs  and  prevents  development.  The  activation  of  under-exposed 
eggs  may  be  completed  by  a  second  exposure  to  butyric  acid  solution, 
as  well  as  by  hypertonic  sea-water,  cyanide,  or  high  temperature  (32°). 
The  optimum  duration  of  exposure  (wifh  which  90  per  cent  or  more 
eggs  form  larvap)  varies  inversely  with  the  concentration  of  butyric 
acid.  The  following  table  gives  the  optimum  exposures  for  solutions 
of  butyric  acid  in  van't  Hofif's  solution  (found  in  a  series  of  experiments 
in  the  second  week  of  June). 

The  approximate  constancy  of  the  product  of  concentration  and  time 
of  exposure  indicates  that  the  butyric  acid  activates  the  egg  by  com- 
bining chemically  with  some  egg-constituent.  The  time  required  for 
the  production  of  a  definite  quantity  of  reaction-product  (the  critical 
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0.00075  D. 
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0.001  n. 

CO.  36  m. 

35 

0.0015  n. 

20-25  m. 

30-37.5  (av.  34) 

0.002  n. 

ea.  15  m. 

30 

0.0025  n. 

12-14  m. 

30-35  (av.  32.5) 

0.003  n. 

S-12m. 

24-36  (av.  30) 

0.004  n. 

6- 7  m. 

24-28  (av.  26) 

quantity  required  for  complete  activation)  should,  according  to  the 
mass-action  law,  be  inversely  proportional  to  the  concentration  of 
the  butyric  acid  (since  the  concentration  of  the  egg-constituent  is  to 
be  regarded  as  constant).  The  nature  of  the  compound  formed  is 
problematical.  A  typical  base  like  ammonia  has  no  effect  in  activaUng 
the  starfish  egg.  A  chemical  combination  in  which  an  aoid  takes  part 
is  thus  indicated  as  the  first  stage  in  the  activation  of  this  egg. 

The  permeability  of  animal  and  plant  ceUs.    W.  J.  V.  Osterhodt. 

On  the  rdle  played  by  electrolytes  in  determining  the  penneabilily  of  proto- 
plasm.   G.  H.  A.  Clowes. 


G.  H.  Parser. 


F.  S.  Lee,  A.  E,  Gubnther 


Three  types  of  muscular  response  in 

The  relation  of  certain  muscles  to  oxygen. 
and  H.  E.  Melbney  (by  invitation). 

Influences  affecting  voluntary  muscular  work — especially  age  and  tobacco. 

Warren  P.  Lombard. 

The  following  is  a  contribution  to  individual  physiology.  The  sub- 
ject has  alwa^  had  excellent  health,  and  has  led  the  regular  life  of  a 
teacher.  In  December  and  the  following  spring  of  1890,  when  thirty- 
five  years  old,  he  made  a  careful  study  of  the  influences  which  affected 
his  endurance  for  voluntary  muscular  work.  In  the  late  summer  of 
1915,  when  he  was  sixty  years  old,  he  repeated  the  experiments,  using 
a  duplicate  of  the  old  apparatus,  and  the  same  methods  of  work.  The 
fiexor  muscles  of  the  second  finger  raised  a  weight  every  two  seconds, 
always  as  high  as  possible,  and  this  was  continued  until  the  greatest 
possible  effort  failed  to  raise  the  weight.  The  work  was  repeated  at 
two  hour  intervals  eight  times  a  day,  and  during  a  few  days  throughout 
the  twenty-four  hours.  The  height  to  which  the  weight  was  lifted  by 
the  separate  contractions  was  recorded,  and  the  total  amount  that  the 
weight  was  lifted  was  read  off  from  a  work  adder. 

The  experiments  showed  that  his  endurance  in  1915  was  affected  by 
the  same  influences  as  in  1890;  it  was  increased  by  the  rest  of  a  night, 
a  meal,  and  rising  atmospheric  pressure;  and  decreased  by  general 
fatigue,  hunger,  falling  atmospheric  pressure,  aod.  smoking;  moreover, 
his  diurnal  curve  of  endurance  was  the  same,  it  being  greater  at  nine  to 
ten  o'clock  in  the  morning  and  nine  to  ten  o'clock  at  night,  and  less  at 
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tour  to  five  o'clock  in  the  afternoon  and  four  to  five  o'clock  in  the 
morning.  In  spite  of  the  fact  that  he  was  tweoty-fivc  years  older,  and 
had  done  no  special  work  with  the  muscles  in  question,  his  capacity  to 
increase  hia  endurance  by  training  was  greater  in  1915  than  in  1890. 
In  his  case,  the  central  nervous  mechanisms  engaged  in  the  work  appear 
to  give  out  before  the  peripheral  nervous  mechanism  joid  the  muscles, 
and  it  is  probable  that  it  is  the  central  nervous  system  which  is  chiefly 
affected  by  the  influences  which  determine  the  amount  of  work  that  he 
can  do  at  a  given  time.  If  this  be  true,  the  greater  capacity  to  increase 
his  endurance  in  1915  as  compared  with  1890,  may  be  the  result  of  the 
continuous  training  to  which  his  nervous  system  has  been  subjected 
duriag  the  past  twenty-five  years. 

For  a  number  of  j^ears  preceding  1890  he  had  the  habit  of  smoking 
four  to  five  cigars  a  day,  and  the  number  had  increased  to  six  or  seven 
a  day  in  1915.  Smoking  was  found  to  decrease  the  endurance  in  1915 
as  in  1890;  this  effect  did  not  prevent  an  increase  of  endurance  as  a 
result  of  training,  even  when  six  or  seven  large  cigars  were  smoked 
daily;  the  increase  was  not  as  rapid,  however,  as  when  no  cigars  were 
smoked.  Both  the  dropping  of  smoking  and  the  resuming  of  the  habit 
resulted  in  a  temporary  lessening  of  the  endurance. 

The  function  of  the  teidney  when  deprived  of  its  nervea.     Wm.  C.  Quinbt, 

ElectrocardiograpkicstudiesinnomuU  infants.  Edwabd  B.  Kbuubhaah. 
To  determine  the  normal  e1ectrocardic^p-am  at  diflferent  periods  of 
infancy  and  childhood,  records  have  been  taken  on  42  subjects  from 
the  ninth  month  of  fetal  life  tp  twelve  years  of  age.  It  was  found  that 
the  fetal  heart  causes  a  simple  upright  monopuiasic  curve.  Records 
made  before  and  after  cutting  the  umbilical  cord  suggest  that  the 
functional  capacity  of  the  infant's  heart  is  depressed  by  this  procediu^. 
At  birth  a  right  ventricular  preponderance  is  present;  the  different 
features  of  which  disappear  with  considerable  constancy  by  the  second 
or  third  month.  By  the  sixth  month,  the  infant's  electrocardiogram  is 
practically  the  same  as  the  adult's,  except  that  Qi  and  Qa  are  apt  to 
remain  unduly  prominent  beyond  this  period.  The  P-R  interval  is 
shorter  and  sinus  arrhythmia  is  practically  absent  in  the  first  year. 
Sinus  arrhythmia  increases  in  frequency  from  the  sixth  to  the  twelfth 
year. 

The  time  relations  of  auricuUiT  systole.    Carl  J.  Wiggers. 

Simultaneous  tracings  of  auricular  myograms  and  intra-auricular 
pressure  curves,  were  recorded  by  optical  systems.  The  records  pre- 
sented led  to  the  following  conclusions: 

1.  A  short  interval  after  excitation  each  unit  of  cardiac  tissue  begins 
to  contract  and  continues  in  this  condition  on  an  average,  for  0.047 
second. 

2.  When  the  approximation  of  two  points  on  the  auricle  is  recorded 
accurately,  the  myogram  shows  three  phases:  (a)  when  the  contraction 
of  each  cardiac  unit  progresses  from  one  lever  attachment  to  the  other, 
(b)  when  all  auricular  tissue  is  contracting  and  (c)  when  contraction  of 
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one  portioD  goes  on  at  the  same  time  with  rel&x&tion  of  another.  This 
total  interv^  lasting  on  an  average  0.077  second  may  be  designated 
the  meckanieal  con^aUion. 

3.  Aa  the  rise  of  intra-auricular  pressure  precedes  mechanical  cor>f 
tradion  of  the  auricle,  on  an  average,  by  0.019  second'  this  interval 
should  be  added  to  the  period  of  the  mechanical  contraction  in  order 
to  estimate  the  entire  systole  of  the  auricle,  which  equals  on  an  average 
0.11  second. 

4.  The  auricle  increases  tension  within  its  cavity  and  that  of  the 
ventricle  ordy  during  the  early  half  of  its  systolic  period.  The  dyruanic 
syaUde,  as  this  portion  of  the  curve  is  termed,  averages  0.0533  second. 

5.  The  interval  between  the  end  of  auricular  systole  and  beginning 
of  ventricular  systole  averages  0.0165  second  making  the  A,  V,  interv^ 
0.132  second. 

The  movemerUs  of  the  mitral  wives  in  relation  to  auricular  and  verUricutar 
syatoles.    A.  L.  Dean  {by  invitation). 

Further  researches  on  the  relation  of  the  chromotropic  acHon  of  (Ae  vagus 
to  the  nodal  Hssues.  H.  Steekbock,  J.  A.  E.  Etstgr  and  Wai/fbr 
J.  Meek. 

The  tension  of  carbon  dioxide  and  oxygen  in  the  venous  blood  at  rest  and 

at  work.    Walter  M.  Boothby  and  Irene  Sandifobd. 

If  the  circulation  rate  and  the  arterial  (alveolar)  carbon  dioxide  and 
oxygen  tensions  are  known  it  is  possible,  as  is  shown  in  our  previous 
paper,'  to  calculate  the  tension  of  carbon  dioxide  and  percentage  satura- 
tion of  the  haemoglobin  in  the  venous  blood. 

The  carbon  dioxide  tension  can  be  calculated  as  in  ciu^e  VIII,  figure 
IV,  making  allowance  for  the  effect  of  partial  deeaturation  of  the 
haemoglobin  on  the  dissociation  curve  of  carbon  dioxide  or  it  may  be 
plotted  without  this  correction  as  though  the  haemoglobin  remained 
saturated.* 

T^is  uncorrected  venous  carbon  dioxide  tension  calculated  from  the 
same  data  as  the  other  curves  in  figure  IV  is  as  follows : 
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<  Boathby :  A  determination  of  the  circulation  rate  in  man  at  rest  and  at  work . 
1915,  Amer.  Jour.  Physiol.,  xxxvii,  2. 
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Since  the  publication  of  the  above  paper  we  have  performed  two 
hundred  and  forty-four  experiments  on  the  direct  determination  of  the 
uncorrected  venous  carbon  dioxide  and  oxygen  tensions  according  to 
the  recent  method  described  by  Christiansen,  Douglas,  and  Hald^e.' 

We  have  averaged  these  new  experiments  in  the  same  manner  as 
those  in  the  previous  paper  and  the  results  are  given  in  the  following 
table: 


<.„„. 

TiHocrs  COj  tbnwoh 

M. 

«»>. 

225 

51.5 

473 

57.0 

600 

«0.0 

708 

62.4 

805 

63.3 

The  points  as  determined  fall  on  a  line  parallel  to  but  from  1  to 
2  mm.  higher  than  the  curve  calculated  from  the  data  of  the  previous 
experiments. 

This  discrepancy,  while  plight,  is  consbtent  with  the  constant  errors 
existing  in  the  two  methods  of  experimentation.  In  both  methods  the 
assumption  is  made  that  none  of  the  blood  makes  a  complete  circuit  ' 
during  the  time  of  the  experiment;  in  the  first  set  the  error  from  this 
assumption  will  cause  the  calculated  tension  to  be  slightly  too  low;  in 
the  present  series  the  same  constant  error  will  cause  the  tension  deter- 
mined experimentally  to  be  correspondingly  too  high. 

The  points  for  the  percentage  saturation  of  the  haemi^lobin  are 
fewer  in  number  and  do  not  correspond  to  the  calculated  curve  as  well 
as  in  the  case  of  the  carbon  dioxide  tension.  The  technic  is  more 
difficult  with  oxygen,  especially  at  work,  and  the  inhalation  of  pure 
nitrogen  makes  the  experiments  somewhat  dangerous  so  that  their 
number  was  limited. 

The  following  table  gives  the  percentt^  saturation  of  the  haemo- 
globin determined  experimentally  for  various  oxygen  consumptions: 
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225 

69.5 

603 

59.0 

704 

53.1 

The  chief  -physical  mechanisms  concerned  in  clinical  methods  of  measuring 
blood-pressure.*    CLTnB  Brooks  and  A.  B.  Luckhardt. 

>  ChristiaDseD,  Douglas,  and  Haldane:  The  abaorption  and  dissociation  of 
carbon  dioxide  by  human  blood.    1914,  Jour.  Physiol.,  xlviii,  4. 
*  Paper  published  in  full  elsewhere  in  this  number. 
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Haemodynamical  studies.     R.  Burton-Ofitz.     Read  by  title. 

The  mechanism  of  the  arterial  compression  sounds  of  K&rotkoff.    Jobefu 
Brlanqer. 

The  responses  of  the  vasomotor  mechanism  to  different  rates  of  stimulation. 

Charles  M.  Grubbh. 

The  response  of  the  vasomotor  mechanism  is  affected  by  different 
rates  as  weU  as  by  different  strengths  of  stimuU.  A  long  series  of  ex- 
periments upon  cats  under  urethane  anaesthesia  showed  that  slow, 
rates  4  to  6  per  second  are  favorable  in  bringing  about  a  reflex  fall  in' 
blood  pressure  and  a  rapid  rate  20  per  second  is  favorable  in  bringing 
about  a  rise  in  blood  pressure,  when  the  current  is  weak  (5.8  to  17Z 
unite).  When  the  current  is  strong,  494Z  units,  a  slower  rate  1  per 
two  seconds  or  1  per  second  interruption  is  favorable  in  producing 
reflex  vasodilation. 

Vasomotor  summations.    E,  G,  Martin  and  P.  G.  Stiles. 

Blood  changes  following  hemorrhage  and  perfusion.    Theodore  Hough 

and  J.  A.  Waddbll. 

Five  dogs  and  three  rabbits  bled  from  artery  or  vein  and  immedi- 
ately perfused  with  0.9  per  cent  saline  or  with  0.9  per  cent  saline  and 
2.5  per  cent  gelatin.  Counts  of  reds  and  whites,  and  hemoglobin  de- 
terminations; in  one  animal  daily  duplicate  determinations  of  each  of 
these  for  a  period  of  eight  weeks,  (1)  The  post-hemorrhagic  fall  of 
hemoglobin  and  reds,  noted  by  previous  observers,  occurred  generally 
with  saline  perfusions,  but  was  absent  in  four  out  of  the  five  cases  Of 
gelatin-saline  perfusion.  (2)  When  regeneration  began  to  show  its 
effect  two  to  four  days  after  hemorrhage,  in  all  animals  but  one  the  color 
index  (ratio  of  hemoglobin  to  erythrocytes)  rose  and  for  at  least  two 
or  three  weeks  remained  above  normal.  This  indicates  that  the  newly 
formed  corpuscle  contains  more  hemoglobin  than  those  that  have  been 
longer  in  the  circulation ;  that  is  to  say,  erythrocytes  may  and  generally 
do  undergo  a  gradual  loss  of  hemoglobin.  (3)  The  discharge  of  new 
erythrocytes  on  the  blood  is  not  a  steady  process  but  shows  a  distinct 
tendency,  in  the  rabbit  at  least,  to  be  intermittent.  Periods  of  in- 
crease for  one  or  more  days  were  followed  by  a  constant  count  or  even 
by  a  fall  for  several  days;  then  would  come  another  rise.  (4)  Each  rise 
in  the  erythrocyte  count  is  accompanied  by  a  distinct  rise  in  the  leu- 
cocyte count  either  on  the  same  or  the  preceding  day.  It  is  believed 
that,  in  general,  when  other  causes  of  leucocytosis  are  controlled  or 
absent,  the  leucocyte  count  may  be  taken  as  an  indication  of  the  de- 
gree of  activity  of  the  blood  forming  organs.  (5)  Periods,  lasting 
from  two  to  six  days,  of  apparent  instability  of  the  erythrocytes  were 
observed  from  time  to  time.  This  showed  itself  in  the  number  of 
ghosts  or  the  tendency  of  the  erythrocytes  to  fragment  and  go  to  pieces 
after  being  mounted  on  the  counting  slide.     There  were  indications 
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that  the  older  rather  than  the  newly  formed  corpuscleg  were  affected 
by  this  hemolytic  action.  (6)  The  tendency  of  the  color  index  to  rise 
during  the  first  period  of  regeneration  may  give  place  later  to  a  fall 
which  results  in  its  remaining  below  normal  for  weeks,  despite  frequent 
periods  of  hemstopoiesis.  It  is  suggestsd' that  the  manufacture  of 
hemoglobin  calls  for  an  unusual  supply  of  certain  amino-acids  or  other 
material  which,  during  the  early  period  of  blood  regeneration,  can  be 
furnished  by  the  organism  from  the  reserve  supply  of  its  own  .tissues; 
later,  when  this  reserve  is  exhausted;  only  a  limited  amount  of  hemo- 
globin may  be  manufactured  from  the  usual  food  and  we  may  have, 
and  generally  at  such  times  do  have,  a  rise  of  the  red  blood  count  un- 
accompanied by  any  corresponding  rise  of  the  hemoglobin.  In  such 
cases  hematopoiesis  results  in  a  lower  color  index,  in  contrast  to  what 
is  observed  during  the  first  periods  of  hematopoiesis  after  the 
hemorrhage. 

Experimental  arid  clinical  studies  on  mental  defectives.  III.  The  rela- 
tion of  systolic  and  diastolic  blood  pressures  and  their  power  of  adjust- 
ment to  body  ponOon.  Amos  W.  Peters  and  Caroline  D.  Black- 
burn. 

Feeble-minded  inmates  of  an  institution  and  some  normal  subjects 
were  tested  for  the  efficiency  of  the  splanchnic  vasomotor  mechanism. 
The  pulse  rate  and  the  systohc  and  diastolic  blood-pre^ures  were 
measured  after  stability  had  been  established  in  first  lying  and  then 
standing  positions.  It  was  desired  to  obtain  a  quantitative  expression 
for  the  vasomotor  tone  of  these  subjects  in  terms  of  Crampton's  scale 
of  percentage  condition.  The  expected  age  differences  between  children 
and  adults  in  pulse  rate  and  in  systolic  and  diastolic  pressures  were  ob- 
served. After  changed  posture  the  average  pulse  rate  was  increased 
by  U.  The  average  systolic  pressure  increased  only  4  mm.  but  the 
average  ^astohc  pressure  increased  18  nam.,  or  in  percentage  of  standing 
to  lying  as  2.4,  systohc,  to  32.1,  diastolic.  On  Crampton's  percentage 
scale  of  vasomotor  tone  the  average  of  all  the  subjects  showed  a  low 
result  viz.,  75  per  cent.  Their  cardio-vascular  adaptation  is  poor 
corresponi^g  to  their  defective  growth-development.  Known  irregu- 
larities in  the  auscultation  phenomena  in  children  (Katzenberger), 
vitiate  the  supposed  differentiation  by  this  criterion  between  the  normal 
3iid  the  feeble-minded. 

Prolonged  uniform  intravenous  injections  (Lantern).    R.  T.  Woodtapt. 

The  destruction  of  hormones,  pro-enzymes,  and  enzymes,  hy  uUra-viol^ 

radiation.    W.  E.  Burob. 

The  hormones  used  were  adrenalin  and  secretin;  the  pro-enzymes 
and  ensymes,  trypsinogen,  trypsin,  pepsin,  ptyalin,  amylopsin,  taka 
diastase  and  enterokinase.  Five  cc.  of  a  clear  solution  of  the  sub- 
stance to  be  exposed  were  introduced  into  a  circular  glass  vessel  5  cm. 
in  diameter  and  1  cm.  deep.     This  was  covered  with  a  quartz  plate  2 
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mm.-tbick  to  prevent  evaporation  and  the  vessel  was  partially  im- 
mersed in  running  water  beneath  a  quartz  mercury-vapor  burner  op- 
erating at  140  volts,  2.3  amperes  and  2400  cp.  at  a  distance  of  5  cm. 
The  temperature  of  none  of  the  solutions  rose  higher  than  30°C.  during  . 
the  exposures. 

The  exposures  were  made  for  different  lengths  of  time  and  the  rate 
of  destruction  was  found  to  be  directly  proportional  to  the  length  of 
exposure.  All  the  substances  were  foimd  to  be  destroyed  after  an 
exposure  of  about  an  hour. 

When  the  vessel  containing  the  substances  exposed  was  covered 
with  a  clear  piece  of  plate  glass  5  mm.  thick  instead  of  the  quartz  plate 
none  of  the  substances  were  affected  after  many  hours'  exposure.  It 
had  been  determined  that  the  glass  cover  used  did  not  transmit  wave 
lengths  shorter  than  313  p/x  hence  these  shorter  wave  lengths  were  the 
ones  which  caused  the  destruction  of  the  substances  exposed.  It  had 
also  been  determined  that  only  wave  lengths  302  fi/i  and  297  nn  in  the 
spectrum  of  the  quartz  mercury-vapor  burner  used  were  effective  in 
coagulating  protein.  The  assumption  might  be  made  that  these  are 
the  specific  wave  lengths  which  cause  the  destruction  of  the  enzymes, 
pro-enzymes  and  hormones. 

.  Iniiial  length,  initial  tension  and  tone  of  auricular  muscle  in  relation  to 
myo-  ar^  cardiodynamics.     Robert  Gesell. 

7s  the  contradion  of  smooth  muscle  accompanied  by  heat  productionf 

(Second  Communication.)     C.  D.  Snyder. 

A  suitable  smooth-muscle-nerve  preparation  has  been  made  out  of  a 
ring  of  turtle's  stomach  with  left  vagus  attached.  The  ring  of  muscle 
is  slipped  in  place  over  a  thermopile  of  the  "  Gittersaule"  type  and  sus- 
pended in  a  specially  devised  moiat-chamber. 

When  the  muscle  was  made  to  contract  by  stimulating  the  nerve 
the  results  were  of  a  contradictory  nature.  At  times  no  heat  ex- 
change accompanied  or  resulted  from  the  contraction;  at  other  times 
equal  tensions  apparently  were  accompanied  now  by  heat  absorption 
now  by  heat  production. 

Tbe  same  preparation,  without  being  subjected  to  any  manipula- 
tion, upon  direct  stimulation  gave  off  heat  in  a  wave  of  two  maxima,' 
as  Bernstein  has  recently  reported  (Pfliiger's  Archiv,  vol.  159). 

The  first  wave  of  this  heat  production  is  doubtless  due  to  the  warm- 
ing caused  by  the  degraded  electricity.  The  second  maximum  Bern- 
stein further  explains  is  due  to  the  energy  exchanges  directly  concerned 
with  the  muscle  contraction.  In  the  present  author's  experience  this 
becomes  doubtful  for  the  reason  that  the  same  muscle,  when  dead  and 
similarly  stimulated  with  the  electric  current,  again  gave  off  heat  in  a 
wave  of  two  maxima. 
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Lifting  and  tke  Valsalva  experiment:  effect  on  systolic  pressure,  heart 
rate  and  radial  pulse  curve  in  man.  With  a  note  on  JoW  pains  in  a 
rabbit.    Percy  M.  Dawson  and  Paul  C,  Hodges,  University  of 


The  object  of  this  research  was  to  determine  some  of  the  immediate 
effects  upon  the  circulation  of  "exercises  of  strain."  By  the  latter  are 
meant  those  muscular  efforts  which  are  performed  with  the  glottis 
closed  and  which  tend  to  compress  the  cheat  thereby  causing  a  rise  in 
intra-thoracic  pressure.  The  forms  of  strain  studied  were  the  Valsalva 
experiment  and  lifting. 

The  Valsalva  experiment  consists  in  forced  expiration  with  the  closed 
glottis.  The  history  of  this  maneuver  is  dramatic.  It  includes  the" 
account  of  the  bandit,  who  committed  suicide  in  the  very  presence  of 
the  unsuspecting  Roman  consul  and  thus  eluded  a  cross-examination 
(Valerius  Maximus);  of  Colonel  Townsend,  "the  man  who  could  die 
and  come  to  life  again"  (Cheyne);  and  of  the  self-induced  syncope  of 
E.  F.  Weber. 

The  changes  in  systolic  pressure  were  determined  by  the  auscultatory 
method  supplemented  with  the  Erlanger  sphygmomanometer,  the  in- 
flation of  the  cuff  being  rapidly  performed  by  means  of  highly  compressed 
air.  They  consisted  in  (1)  a  rise  first  described  by  Riegel  and  Frank, 
76,  first  measured  by  McCurdy,  '02,  (180-200  mm.  Hg);  (2)  a  fall  first 
observed  by  Weber,  '50.  The  extent  of  this  fall  is  such  that  when  the 
pressure  in  the  cuff  of  the  "£rlanger"  is  60  mm.  or  more.,  no  pulsation 
of  the  lever  could  be  obtained  by  us;  (3)  a  rise  first  observed  by  Bruck, 
'07.  The  latter  states  that  this  may  reach  200  mm.  but  we  were  un- 
able to  obtain  a  rise  above  140  mm.  which  is  no  more  than  that  obtained 
by  simply  holding  the  breath  for  a  similar  length  of  time.  Following  the 
effort  the  pressure  remains  elevated  subsiding  with  the  disappearance 
of  dyspnea. 

The  changes  in  heart-rate  were  determined  withthestring galvanom- 
eter. They  consisted  in  (1)  a  slowing  (often  absent)  occurring  as 
soon  as  the  effort  began;  (2)  a  quickening  first  observed  (but  not  meas- 
ured) by  Riegel  and  Frank,  which  reaches  its  maximum  shortly  after 
the  cessation  of  the  effort ;  (3)  a  great  slowing  followed  by  a  more  or 
less  gradual  return  to  normal.  For  example  normal  length  of  cardiac 
cycle  was  0.68  second,  at  (1)  0.94  second,  (2)  0.46  second,  (3)  1.26 
second,  returning  again  toward  normal  0.88  second.  These  variations 
are  confined  to  diastole.    The  A-V  interval  is  unaffected. 

The  pulse  wave  was  studied  with  the  Dudgeon  sphygmograph 
(weighed  after  Lewis,  '96).  The  results  obtained  confinned  those  of 
Riegel  and  Frank,  whose  findings  have  been  adequately  explained  by 
themselves  and  by  Hill,  Bernard  and  Sequeira,  '97. 

In  a  second  series  of  experiments  (not  yet  quite  completed)  lifting 
was  substituted  for  the  Valsalva  experiment.  Up  to  the  present  our 
results  are  similar. 

By  chance  we  obtained  mean  blood  pressure  and  respiratory  records 
in  a  rabbit  during  labor.    The  latter  was  induced  by  stimulation  of  the 
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sciatic  under  uretbane  and  chloral  anesthesia.  Accompanying  the 
labor  pain  there  was  a  rise  in  pressure  and  slight  slowing  of  the  heart 
rate  (accompanied  by  cessatioQ  of  the  respiratory  movements),  fol- 
lowed by  a  fall  in  presBure  to  below  normal.  The  return  (rise)  to 
normal  occupied  about  30  seconds. 

Comparative  ahidies  in  the  physiology  of  the  gaatric  hunger  contractiojis 

in  the  amphibia  and  the  reptilia.    T.  L.  Patteebon. 

The  comparative  studies  on  the  amphibia  and  the  reptilia  were 
made  on  the  bullfrog  (Rana  catesbiana),  and  the  compion  snapping 
turtle  {Chelydra  serpentina),  respectively.  The  usual  operative  method 
•  of  procedure  was  modified  in  the  case  of  the  bullfrog  while  the  ordinary 
gastrostomy  was  performed  on  the  turtles.  All  the  bullfrogs  were 
stomostomized.  This  simple  operation  consisted  of  making  a  circular 
opening  on  one  side  between  the  ramus  of  the  inferior  maxillary,  near 
the  an^e,  and  the  anterior  comua  of  the  hyoid  bone  throi^h  the  skin, 
the  mylohyoid  muscle  and  the  lining  membrane  of  the  mouth  of  suffi- 
cient size  to  admit  the  balloon  and  the  attached  rubber  tube  which 
connected  with  the  recording  manometer. 

The  gastric  tonus  in  both  the  frog  and  the  turtle  remained  practi- 
cally constant  throughout  the  experimentation.  In  the  turtle,  how- 
ever, there  was  a  marked  increase  in  the  amplitudes  of  the  hunger  eon- 
tractions  during  prolonged  starvation  directly  proportional  to  the 
length  of  the  fast  and  the  s^e  was  indicated  in  the  frog.  The  author* 
in  a  previous  paper  has  shown  in  the  dog  that  there  is  a  marked  increase 
in  the  gastric  tonus  in  prolonged  starvation,  and  that  this  increase  is 
inversely  proportional  to  the  decrease  in  the  amplitudes  of  the  hunger 
contractions.  This  is  just  the  reverse  of  what  is  found  in  the  case 
of  the  frog  and  the  turtle.  The  gastric  hunger  contractions  in  the  frog 
were  continuous  but  the  hunger  movements  of  the  turtle  showed  perio- 
dicity which  is  one  of  the  characteristic  factors  used  in  differentiatr^the 
gastric  hunger  movements  from  digestive  peristalses  in  all  the  higher 
animals  so  far  experimented  upon. 

From  X-ray  studies  made  on  the  frog's  stomach  by  means  of  the 
bismuth  coated  balloon,  as  well  as  observations  made  on  the  excised 
stomach  of  the  same  animal  the  gaatric  contractions  were  found  to  be 
peristaltic,  the  peristaltic  waves  originating  within  about  1  cm.  of  the 
cardia  and  advancing  rhythmically  over  the  stomach.  When  water, 
NaiCOi — -1  per  cent  solution  and  HCl— 0.5  per  cent  solution  were  intro- 
duced directly  into  the  stomach  of  the  frog  without  coming  in  contact 
with  the  mouth  they  invariably  produced  inhibition  varying  in  degree 
with  the  stimulating  power  of  the  substance  introduced,  it  being  most 
marked  in  the  case  of  the  acid  and  least  in  the  case  of  the  water.  When 
these  same  substances  were  introduced  directly  into  the  mouth  cavity 
the  inhibitory  effects  produced  were  very  slight,  thus  indicating  that  the 
cerebral  processes  were  not  as  highly  developed  as  in  the  case  of  the 
higher  animals,  since  introduction  of  these  substances  into  the  mouths 

I  Patterson:  Am.  Jour,  of  Phyaiol.,  1916,  xxzvii,  316. 
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of  higher  ammals  is  followed  by  a  marked  inhibition.  The  gastric 
hunger  movements  are  not  affected  by  the  removal  of  the  cerebral  hem- 
ispheres, the  graphic  record  of  the  normal  and  the  decerebrate  animal 
remaining  practically  the  same  which  shows  again  that  the  cerebral 
proceeaes  exerts  no  appreciable  influence  on  the  gaetro-neuro-muscular 
apparatus  of  the  frog.  Records  of  the  frog  shortly  after  feeding  showed 
but  very  httle  change  from  the  stomach  of  the  hungry  animal,  the  only 
olwervable  variation  being  perhaps  a  very  slight  increase  in  the  rate  of 
the  contractions.  The  introduction  of  the  previous  mentioned  sub- 
stances directly  into  the  stomachs  of  higher  animals  normally  produces 
gastric  hunger  inhibition  but  has  scarcely  no  effect  upon  digestive 
peristalis,  however,  in  both  the  hungry  and  the  filled  stomach  of  the  frog 
similar  inhibitory  effects  were  produced  by  them.     Therefore,  we  are 

i'uetified  it  seems  to  me  in  drawing  the  conclusion,  that  in  the  frog  at 
east,  we  have  a  much  simplified  gastric  mechanism  which  through  the 
processes  of  evolution  has  evolved  itself  in  the  higher  animals  into  the 
gastric  digestive  peristalses  and  the  gastric  hunger  contractions,  the 
latter  of  which  perhaps  may  be  described  as  intensified  gastric  digestive 
peristalses. 

Localization  by  faradic  stimulaiion  in  the  floor  of  the  fourth  ventricle. 

F.  R.  Miller. 

By  employing  the  method  of  unipolar  faradization  it  is  possible  to 
determine  the  location  of  a  number  of  functions  in  the  floor  of  the 
fourth  ventricle. 

Sherrington  and  Miller  localized  deglutition  at  the  inferior  fovea. 
Since  the  fasciculus  solitarius  approaches  the  surface  at  this  point  it 
appears  probable  that  the  swallowing  is  evoked  by  the  stimulation  of 
E^erent  fibres  of  the  glossopharyngeal  and  superior  laryngeal  nerves 
contained  in  the  fasciculus.  By  stimulating  the  same  point  a  secretion 
of  saliva  is  elicited  from  the  ipsilateral  parotid  and  submaxillary  glands, 
the  flow  from  the  parotid  being  the  greater.  These  glandular  effects 
are  probably  produced  reflexly  by  stimulation  of  afferents  in  the  fascic- 
ulus solitarius.  Sfdivary  secretioQ  may  also  be  excited  at  two  points 
near  the  middle  line  of  the  medulla  at  the  level  of  the  striae  medullares; 
the  anterior  point  yields  submaxillary  the  posterior  point  parotid  secre- 
tion. These  two  effects  probably  depend  on  the  stimulation  of  efferent 
fibres  to  the  respective  glands.  With  the  aid  of  unipolar  stimulation 
the  centres  for  cardiac  inhibition  and  for  movements  of  the  stomach 
and  small  intestine  were  localized  in  the  dorsal  vagus  nucleus  (ala 
cinerea).  These  latter  results  are  in  agreement  with  those  which  Van 
Gehuchteu  and  Molhant  arrived  at  by  histological  methods. 

Direct  evidence  of  duodeTuU  regurgitation  and  its  influence  upon  the 

chemistry  and  function  of  the  normal  human  stoTnach.    Williau  H. 

Spsncbh,  Gborqb  p.  Meter,  Martin  E.  Rehfuss,  and  Philip 

B.  Hawk. 

The  absence  of  bUe  in  the  stomach  when  certain  materials  are  intro- 
duced and  its  presence  with  certain  other  substances  renders  bile  an 
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unoertain  indicator  of  regiu^itation  of  duodenal  contents.  The  varied 
results  of  investigators  on  this  subject  can  be  attributed  to  their  use 
of  bile  for  this  purpose.  The  uncertainty  of  the  presence  of  bile  led  to 
our  further  investigating  the  theory  of  Boldyreff  as  to  the  self-r^iu- 
latioQ  of  the  acidity  of  the  contents  of  the  stomach  by  regurgitation  of 
alkaline  duodenal  juices. 

The  quantitative  estimation  of  trypsin  by  the  method  of  casein  di- 
gestion, was  done  upon  the  samples  obtained  by  fractional  analysis  of 
the  gastric  content.  Various  materials  were  introduced  into  the 
fasting  stomach  (previously  emptied  of  residua)  of  normal  healthy  men 
and  the  trypsin  values  compared  with  the  reaction  of  the  gastric  content 
at  ten  minute  intervals. 

Trypsin  proved  to  be  the  ideal  indicator  of  duodenal  regurgitation 
and  was  found  to  be  almost  constantly  present  in  the  fasting  and 
digesting  content  of  the  normal  human  stomach. 

In  general,  the  tryptic  values  were  high  in  gastric  contents  of  low 
acidity  and  of  alkaline  reaction,  and  low  when  the  gastric  contents  were 
of  high  acid  concentration.  A  fall  in  acidity  was  usually  accompanied 
by  a  rise  in  tryptic  values.  When  bile  was  present  the  tryptic  values 
of  the  gastric  content  usually  rose,  concomitantly  with  the  color  chaises, 
but  in  a  non-bile  stimulating  diet  trypsin  was  constantly  present  where 
no  traces  of  bile  were  found. 

0.5  per  cent  HCl  ingestion  was  followed  by  a  rapid  fall  in  acidity 
to  about  0,2  per  cent  HCl  acid  due  to  a  regurgitation  of  alkaline  duo- 
denal contents,  as  is  indicated  by  a  rise  in  tryptic  values  coincident 
with  the  fall  of  the  acidity. 

Sodium  bicarbonate  in  0.5  per  cent  solution  is  held  in  the  stomach 
until  sufficient  HCl  is  secreted  to  bring  the  alkalinity  to  a  point  where 
it  is  non-irritating  to  the  duodenum.  The  retention  is  accompanied 
by  high  trypsin  values— suggesting  regurgitation  in  response  to  duo- 
denal irritation.  Sodium  bicarbonate  in  0.1  per  cent  solution  hastens 
the  emptying  of  the  stomach  either  by  increasing  the  motility  of  the 
stomach  or  opening  the  pylorus. 

Sodium  bicarbonate  solutions  do  not  inhibit  human  gastric  secretion, 
but  seem  to  have  a  direct  stimulatory  effect  in  most  cases.  Free  HCl 
appears  unnecessary  for  the  opening  of  the  pylorus,  for  the  stomach 
sometimes  empties  while  its  contents  are  still  alkaline  in  reaction. 

Our  work  in  many  ways  confirms  the  theory  of  Boldyreff.  This 
phenomenon  of  regurgitation  occurs  however,  not  only  with  high  acid- 
ity but  when  the  gastric  contents  are  made  alkaline  in  reaction  and 
seems  to  be  a  constant  accompaniment  of  normal  gastric  digestion. 

The  diuretic  action  of  tissue  extrada.    Frank  P.  Knowlton. 

The  appearance  of  sugar  in  the  digestive  secreHons  of  pklorhizen  glyco- 
suria.   Roy  G.  Pearce. 
It  is  generally  held  that  phlorhizin  produces  a  glycosuria  by  exerting 

a  specific  action  on  the  renal  mechanism.     In  the  present  research  the 
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aaliv&ry,  gastric  and  pancreatic  juices  of  normal  and  phlorhizinized  ani- 
mals have  been  examined  with  regard  to  their  reducing  power.  While 
in  normal  dogs,  whose  blood  sugar  was  less  than  0.13  per  cent  no  sugar 
could  be  demonstrated  in  the  above  juices,  in  the  case  of  phlorhizinized 
dogs  a  reducii^  substance  was  found  practically  without  exception, 
in  the  pancreatic  and  gastric  juice,  and  often  in  the  saliva.  The  kid- 
neys are  not  necessary  for  the  production  of  the  pMorhizin  effect,  inas- 
much as  ligation  of  the  renal  vessels  previous  to  the  administration 
of  phlorhizin  does  not  alter  the  result.  The  percentile  amount  of  re- 
ducing substance  present  in  the  juices  was  in  all  cases  less  than  that 
present  in  the  blood  at  the  time  of  the  collection  of  the  juice. 

The  results  in  connection  with  the  discovery  of  Levene,  which  has 
been  confirmed  by  Woodyatt,  that  the  bile  of  phlorhizinized  animals 
contains  dextrose,  suggest  that  phlorhizin  does  not  exert  a  specific 
action  on  the  renal  cellB  in  the  production  of  phlorhizin  glycosuria. 

The  rapidity  vntk  which  alcohol  and  some  sugars  are  available  as  nutri- 
ment.   H.  L.  HiooiNS. 

iSOTn«  results  of  studies  on  electrical  changes  in  gUtnds.    W.  B.  Cannon 

and  McKeen  Cattell. 

We  have  confirmed  the  observations  of  Bayliss  and  Bradford  that 
an  electrical  change  accompanies  secretion  by  the  submaxillary  gland 
though  the  blood  supply  is  cut  off  or  the  Sow  through  the  duct  is 
stopped,  and  that  the  cfatH^e  is  absent  when  secretion  fails,  though  the 
conditions  of  secretion  remain — changes  in  blood  vessels  and  blood  flow. 
We  conclude  therefore  that  the  electrical  change  is  a  manifestation  of 
the  secretory  process. 

The  direction  of  the  action  current  from  the  submaxillary  gland  may 
be  reversed  although  secretion  occurs  as  usual  in  response  to  stimulation . 
Reversal  is  therefore  not  a  sign  of  a  reversed  process  in  the  gland. 

Stimulation  of  the  sympathetic  cord  in  the  thorax  or  in  the  neck 
causes  an  action  current  in  the  thyroid  gland.  Its  latent  period  (5to 
7  seconds)  is  much  longer  than  that  of  the  submaxillary.  It  occurs 
after  the  laryngeal  nerves  are  severed.  It  does  not  follow  injections  of 
pituitrin  or  pilocarpine,  but  is  marked  after  injections  of  adrenaliu. 
It  appears  on  stimulating  the  adrenal  gland  through  the  splanchnic 
nerves.  It  is  only  slight  and  temporary  after  anemia  mechanically 
produced. 

The  latent  period  of  the  action  current  of  the  adrenal  glands  is  about 
fifteen  seconds.  We  have  recorded  the  action  current  of  the  pancreas 
after  secretin  injections,  and  a  plan  for  a  comprehensive  study  of  the 
glands  of  internal  secretion  is  now  being  carried  out. 

The  action  of  the  depressor  nerve  on  the  pupil.    John  Aueh. 

Stimulation  of  the  depressor  nerve  in  white  rabbits  narcotized  by 
the  subcutaneous  injection  of  5-10  mgm.  of  morphine  sulphate  per 
kilo,  usually  causes  a  definite  diminution  in  size  of  the  pupil.     This 
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contraction  in  typical  cases  is  composed  of  two  stages :  a  sharp  prompt, 
short  initial  contraction  followed  by  a  slower,  gradual  contraction. 
Often  only  the  initial  contraction  is  observed,  at  other  times  only  the 
slower,  gradual  contraction. 

The  initial  contraction,  when  present,  is  obtained  as  soon  as  'the 
nerve  is  stimulated,  before  the  blood  pressure  begins  to  fall.  The 
slower  contraction  occurs  while  the  blood  pressure  is  falling,  Mid  the 
iiis  blanches  at  the  same  time. 

Stronger  stimuli  are  necessary  to  cause  this  contraction  of  the  pupil 
than  suffice  to  bring  on  the  characteristic  drop  of  blood  pressure.  A 
strong  fall  of  blood  pressure  due  to  a  moderate  depressor  stimulation 
does  not  cause  any  alteration  of  the  pupil. 

Stimulation  of  one  depressor  may  cause  a  contraction  of  the  pupil 
on  the  opposite  side. 

This  pupillary  effect  cannot  be  obtained  with  the  same  certainty  as 
the  fall  in  blood  pressure.  After  several  successful  trials,  the  pupil 
usually  fails  to  respond  for  a  while. 

The  two  depressors  vary  in  their  pupillary  effect;  one  may  yield 
excellent  pupillary  contractions,  the  other  one  none  at  all. 

The  stimuli  used  were  rarely  longer  than  five  seconds;  the  strength 
100-150  mm.  coil  distance  (Petzold  coil). 

Section  of  the  sympathetic  nerve,  or  extirpation  of  the  superior 
cervical  ganglion,  the  depressor  of  the  same  side  being  stimulated  sev- 
eral days  later,  exerts  no  appreciable  effect  on  the  result.  The  reflex 
therefore  seems  to  act  on  the  third  nerve  chiefly,  if  not  entirely. 

In  addition  to  this  pupillary  effect,  depressor  stimulation  at  times 
causes  a  short  wink  or  a  more  or  less  prolonged  retraction  of  the  bulbus. 

It  must  be  added  that  a  strong  winking  {closure  of  the  lids  being  pre- 
vented by  a  speculum)  usually  causes  a  very  short  sharp  contraction 
of  the  pupil,  the  Piltz-Westphal  phenomenon.  This  contraction  is, 
however,  more  rapid  than  what  has  been  described  as  the  initial  con- 
traction on  depressor  stimulation;  moreover,  the  initial  contraction  is 
frequently  obtained  without  any  sign  of  winking. 

In  rabbits  anaesthetized  by  ether,  or  which  have  been  allowed  to  re- 
cover from  the  ether,  the  depressor  pupil  effect  was  not  obtained.  An 
increase  of  reflex  irritability  is  apparently  necessary  in  order  to  obtain 
pupillary  contraction  on  depressor  stimulation. 

Evidence  showing  the  metaphore  lo  be  a  disguised  type  of  smooth  muscle. 
Raymond  Spaeth  (by  invitation).     Head  by  title. 

The  volunlary  innervation  of  skeletal  muscle.  E.  G.  Martin  and  R.  W. 
LovBTT  (by  invitation). 

Comparison  of  the  chemical  changes  in  the  central  nervous  system  in 
pellagra  and  in  animals  on  an  exclusive  vegetable  diet.  M.  L.  Koch 
(by  invitation)  and  Cabl  Vobgtlin. 
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A  study  of  a  lecUkin-glucoae  preparation.    Ernest  L.  Scott. 

Lecithin  was  emulsified  by  shaking  with  water  in  the  usual  manner 
and,  after  having  been  well  mixed  with  a  sugar  solution  was  evaporated 
to  dryness  on  a  water  bath.  In  this  way  the  alcohol  was  eliminated 
from  the  process  though  we  still  have  a  temperature  which  it  is  im- 
possible to  consider  as  occurring  in  an  organism.  However,  in  every 
case  a  "compound"  was  obtained  which  gave  all  the  characteristic  reac- 
tions of  Bing's  preparation,  i.e.,  it  was  precipitated  from  an  ether  solu- 
tion by  the  addition  of  a  small  amount  of  alcohol.  A  substance  is 
obtained  which  is  soluble  in  ether  and  benzene  and  from  such  solutions 
glucose  may  be  obtained.  This  glucose  precipitates  to  some  extent 
from  a  clear  solution  which  has  been  allowed  to  stand  for  a  few  days 
but  is  apparently  quantitatively  removed  by  repeated  drying  and  solu- 
tion in  ether.  An  emulsion  of  a  neutral  fat  (peanut  oO)  in  place  of 
lecithin  treated  in  a  similar  manner  failed  to  give  any  trace  of  any  of 
the  above  reactions.  One  preparation  has  been  prepared  giving  aU  of 
the  above  reactions  which  was  dried  by  vacuum  desiccation  at  room 
tec^rature. 

"riie  rotation  of  light  by  an  ether  solution  of  the  preparation  was 
compared  with  that  of  a  similar  solution  of  lecithin,  and  for  the  lecithin 
solution  [a]"  was  found  to  vary  about  85  while  that  for  the  preparation 
varied  about  135. 

This  preparation  was  further  studied  by  comparing  the  freezing 
point  of  a  benzene  solution  of  it  with  that  of  a  similar  solution  of  the 
parent  lecithin.  The  results,  however,  indicate  a  reaction  between 
solute  and  solvent  and  so  are  inconclusive.  It  is  hoped  that  further 
search  will  reveal  a  suitable  solvent  for  use  in  the  freezing  or  boiling 
point  determination.  Freezing  point  determination  of  lecithin  emul- 
sions containing  small  amounts  of  glucose  indicate  a  loss  of  molecular 
concentration  equivalent  to  10  per  cent  to  60  per  cent  of  the  glucose 
present  depending  upon  its  concentration. 

All  of  the  added  sugar  may  be  recovered  from  such  a  preparation 
by  removing  the  lipoid  with  colloidal  iron  and  estimating  the  glucose 
by  reduction.  If  it  is  supposed  that  such  a  compound  exists  in  the 
blood  this  falls  in  line  with  our  experience  in  estimating  the  blood  sugar. 
A  few  qualitative  experiments  indicate  that  all  of  the  sugar  may  be 
removed  from  such  a  preparation  by  dialysis. 

The  results  so  far  obtained  warrant  us,  we  believe,  in  continuing  the 
work  and  perhaps  extending  it  to  cover  other  physical-chemical  prop- 
erties and  to  other  substances,  as  cholesterol,  with  which  sugar  of  the 
blood  and  tissue  might  combine. 

Effect  of  excluding  -pancreaUc  juice  from  the  intestine  on  the  absorption 

of  nitrogen  and  fat.    Joseph  H.  Phatt. 

Metabolism  experiments  were  conducted  on  six  dogs  in  which  the 
attempt  had  been  made  to  exclude  all  the  pancreatic  secretion  from  the 
intestine.     In  four  of  the  animals  the  operation  was  successful  and  all 
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of  these  showed  a  marked  diBturbance  in  the  absorption  of  mtrt^en 
and  fat.  Extreme  atrophy  of  the  pancreas  developed.  Ooe  animal 
was  studied  over  a  period  of  two  and  a  half  years.  During  this  time 
eight  metabolism  testa  were  made.  The  disturbance  in  absorption 
persisted.    The  animal  finally  died  of  inanition. 

The  feedii^  of  fresh  pancreas  and  pancreatic  preparations  resulted 
in  better  assimilation  of  the  food.  On  an  exclusive  milk  diet  the  fat 
was  well  absorbed.  In  one  of  the  two  animals  in  which  there  was  some 
escape  of  pancreatic  juice  into  the  intestine  there  was  a  moderate  dis- 
turbance in  absorption.  In  ttiis  case  only  a  portion  of  the  pancreas 
remained  unatrophied.  In  the  other  dc^  the  absorption  was  normal. 
Here  the  pancreas  was  unchanged  and  the  communication  between  the 
pancreatic  ducts  and  the  duodenum  had  been  re-established.  When  a 
bit  of  pancreas  measuring  1  cm.  in  sise  was  left  attached  to  the  open 
main  duct  there  was  only  a  slight  disturbance  in  absorption.  A  test 
made  nearly  six  months  after  the  operation  and  three  weeks  before  the 
death  of  the  animal  showed  that  75  per  cent  of  the  nitrogen  and  66  per 
cent  of  the  fat  were  absorbed.  At  the  autopsy  on  naked  eye  examina- 
tion there  was  nothing  that  could  be  recognized  as  pancreatic  tissue 
in  contact  with  the  duodenum. 

None  of  the  animals  developed  diabetes.  The  fat  in  the  feces  was 
well  split.     No  abnormality  was  discovered  in  the  gastric  digestion. 

The  fat  of  the  blood  in  relation  to  heat  production,  narcosis  and  muscular 

work.    J.  R.  MuRLiN  wd  J.  A.  Riche. 

The  major  portion  of  these  observations  have  be^n  reported  in  a 
brief  conmsunication  to  the  Society  for  Experimental  Biology  and 
Medicine  {Proceedings,  1915,  xiii,  p.  7).  To  these  we  wish  to  add  the 
observation  that  muscular  work  alters  the  percentage  of  blood  fat. 
Dogs  permitted  to  run  in  a  tread  mill  for  one  hour  at  the  rate  of  about 
four  miles  per  hour,  exhibit  within  the  first  half  hour,  sometimes  within 
fifteen  minutes,  a  fall  in  the  percentage  of  blood  fat.  At  the  end  of 
an  hour,  however,  the  percentage  invariably  rises  (in  carotid  blood) 
above  the  normal.  At  the  end  of  an  hour's  rest  following  the  run  the 
percentage  has  returned  to  or  below  the  level  which  it  had  before  the 
run.     The  fluctuations  are  greater  in  fat  than  in  lean  dogs. 

The  fat  and  lipase  corUeni  in  the  blood  in  relation  to  fat  feeding  and  to 

fasHng.    C.  W.  Greene  and  W.  S.  Suukbrs. 

The  discovery  of  the  reversible  action  of  lipase  by  Castle  and  Loeven- 
hart  gave  a  key,  therefore  a  new  impetus  to  the  investigation  of  the 
problems  of  fat  transportation  and  fat  metabolism  in  the  animal  body. 
Among  the  numerous  recent  papers  on  fats  very  little  attention  has 
been  given  to  the  synchronous  variation  of  fat  and  lipase  content. 
This  relation  we  have  examined  in  the  blood  chiefly  of  dogs  under  the 
conditions  of  prolonged  fasting,  and  immediately  following  a  fat  meal. 

The  fats  have  been  determined  by  the  nephelometric  method  of 


d  by  Google 


PBOCEEDINQS  147 

Bloor/  and  the  lipase  by  the  method  of  Loevenhart,*  using  ^  sodium 
hydrate  titration  of  the  butyric  acid  liberated  by  the  lipase  acting  for  a 
ooQStimt  time  and  temperature. 

After  feeding.  The  blood  of  puppies  quickly  shows  a  variation  in 
hpase  and  fat  after  a  meal  of  milk  and  cream.  The  variation  has  been 
studied  on  sets  of  puppies  of  the  same  litter.  When  killed  at  three, 
five,  eight,  eleven  and  fourteen  hours  after  feed  the  blood  shows  a 
curve  of  sharp  increase  in  fat  at  the  fifth  to  eighth  hour,  and  a  smaller 
increase  to  the  eleventh  or  fourteenth  hour  in  comparison  with  the 
normal.  The  blood  lipase  increases  slightly  during  the  interval  of  ab- 
sorption. Adult  individual  dogs  put  on  feed  after  a  prolonged  fast 
show  only  a  slight  increase  in  blood  fats,  but  a  very  marked  increase, 
double  and  more,  of  lipase  lasting  through  two  or  three  days  before 
return  to  an  average  level. 

Duriv^  fasting.  The  blood  of  fasting  puppies  killed  at  successive 
fastiog  intervals  shows  a  marked  increase  in  the  blood  fats  amounting 
in  one  series  to  230  per  cent  of  the  normal  on  the  eighth  day,  and  185 
per  cent  on  the  ninth  or  last  day  of  the  fast.  In  the  meantime  the 
lipase  of  this  series  remains  about  constant  for  two  days,  rapidly  falls 
to  45  per  cent  of  the  normal  at  four  to  six  days,  and  sharply  increases 
to  125  per  cent  on  the  ninth  day.  The  cycle  of  changes  occurs  in  a 
shorter  time  with  younger  animals.  The  apparent  absolute  amount  of 
lipase  increases  with  the  age  of  the  animals. 

In  adult  dogs  fasted  for  seventeen  to  twenty-two  days  intervals,  the 
striking  fact  is  the  uniformity  of  content  of  fat  in  the  blood.  There 
is  a  tendency  to  lower  fat  content  during  twelve  to  fifteen  days  with  a 
possible  upward  tendency  after  fifteen  days,  both  within  the  limits  of 
experimental  error.  The  lipase  curve  is  typical  and  like  that  of  the 
fasting  puppies,  viz., a  decrease  to  half  the  normal  or  less  in  four  to  five 
days,  a  persistent- low  content  to  six  to  eight  days,  after  which  there  is 
a  very  regular  and  even  rise  in  lipase  content  to  the  end  of  the  fast. 
The  lipase  level  in  every  test  on  adult  dogs  was  higher  at  the  end  of  the 
fast  than  at  the  beginning,  a  fact  that  is  significant  in  connection  with 
the  marked  rise  of  both  lipase  and  blood  fats  at  the  end  of  the  series 
with  the  young  animals. 

Some  practical  applications  of  feeding   experiments  with  albino  rats. 

Thouab  B.  Osborne  and  Lafayette  B.  Mendel. 

The  method  of  feeding  which  we  have  used  with  success  in  demon- 
strating the  relative  nutritive  value  of  the  different  proteins  for  either 
growth  or  maintenance  has  been  employed  for  determining  the  value 
of  several  of  the  concentrated  feeding  stuffs  which  are  largely  used  as 
protein  supplements  in  the  rations  fed  to  cattle  and  other  domestic 
animals.  TTiese  products  have  heretofore  been  valued  solely  on  the 
basis  of  the  amount  of  protein  which  they  contain,  no  attention  having 
been  paid  to  the  qualitative  character  of  the  protein. 

'  Bloor:  Jour.  Biol.  Chemietry,  1914,  svii,  377. 
■  Looveiihart:  Am.  Jour.  Physiology,  1002,  v,  334. 
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In  aupplojaentiag  a,  diet  of  which  com  or  corn  meal  forms  the  chief 
constituoit  our  experience  indicated  that  better  results  would  be  ob- 
tained if  the  protein  concentrate  contained  protein  rich  in  tryptophane 
and  lysine.  The  results  of  the  experiments  thus  far  conducted  have 
shown  this  to  be  true,  and  plainly  indicate  that  economies  con  be 
effected  by  using  proper  combinations  of  these  relatively  expensive  food 
products.  Comparisons  already  have  been  made  by  this  method  of 
such  products  as  distillers'  grains,  brewers'  grains,  cotton-^eed  meal, 
fish  meal,  and  beef  meal.  It  is  intended  to  continue  these  investigations 
and  extend  them  to  other  largely  used  commercial  products. 

The  injlttence  of  chemical  etibatances  on  immune  reactions  with  special 

reference  to  oxidation.    Aaron  Arkim. 

Sodium  iodoxybenzoate,  an  organic  peroxide  with  physioloKically 
active  oxygen,  has  a  marked  germicidal  action  toward  B.  coli,  typhosus, 
pyocyaneus  and  Staph,  aureus,  which  differs  for  the  different  organisms. 

Its  action  is  most  marked  toward  the  organism  containing  the  least 
eatalase.  These  results  suggest  a  relationship  between  cattUase  value 
of  bacteria  and  their  susceptibility  to  oxidizing  agents. 

The  compound  has  a  stimulating  effect  on  phagocytosis  in  vitro.  It 
stimulates  the  production  of  anti^dies  in  immimized  animals  (hemo- 
lysin, agglutinin).  It  has  an  inhibitory  effect  on  the  local  tuberculin 
reaction  in  tuberculous  animals,  and  also  reduces  the  toxicity  of  tuber- 
culin in  vitro.  The  substance  does  not  infiuence  the  eatalase  value  of 
the  blood.  A  study  of  its  effect  on  the  eatalase  value  of  the  tissues  is 
now  under  way.  These  results,  in  the  light  of  the  pharmacological  ac- 
tion of  the  substance,  suggest  that  it  stimulates  the  production  of 
antibodies  because  of  some  catalytic  effect  by  accelerating  oxidations 
in  the  tissues  which  are  the  site  of  antibody  formation. 

The  effect  of  tkyro-par<Ukyroideciomy  on  the  blood  coagulation  time  in  the 
dog.  Stjthbsland  Simpson  and  A.  T.  Rasmussbn. 
The  object  of  this  investigation  was  to  determine  whether  removal 
of  the  thyroid  gland  (including  parathyroids)  in  the  dog  had  any  ef- 
fect on  the  blood  coagulation  time.  The  graphic  method  of  Cannon 
and  Mendenhall  for  measuring  the  coagulation  time  was  adopted  and 
found  to  work  satisfactorily. 

In  all  twenty-four  animals  were  used.  Two  sets  of  observations 
under  normal  conditions  were  made,  with  an  interval  of  a  few  days  be- 
tween, to  find  out  whether  the  time  varied  appreciably  from  day  to 
day.  Then  thyro-parathyroidectomy  was  performed  and  when  the 
symptoms  of  parathyoid  tetany  appeared  the  coagulation  time  was 
observed  again.  The  results  show  that  no  marked  effect  is  produced 
on  the  coagulation  time  by  the  removal  of  these  glands. 

Detedion  with  the  strtTig  galvanometer  of  afferent  impuUes  in  the  brain- 
stem and  their  abolition  with  ether  anaesthesia.    A.  Forbes  and  R. 
H.  Miller. 
The  effect  of  ether  anaesthesia  must  depotd  on  the  blocking  of  nerve 

impulses  somewhere  in  the  chain  of  neurones  leading  from  sensory 
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receptor  to  motor  end  organ.  Our  experiments  have  sooght  to  localize 
the  action  in  some  measure,  and  in  particular  to  determine  by  means  of 
action  currentB  whether  or  not  ordinary  surgical  anaesthesia  blocks 
afferent  impulses  resulting  from  peripheral  stimulation  at  the  synapses 
through  which  they  pass  on  their  way  to  the  cerebral  cortex. 

As  a  preliminary  control  it  was  necessary  to  ascertain  whether  in  the 
nerve  trunk  profound  etherization  abolishes  the  action  current  which 
serves  as  an  index  of  the  nerve  impulse.  This  point  was  investigated 
by  one  of  us  with  Mcintosh  and  Sefton.  It  was  found  that  even  under 
etherization  pushed  to  the  point  of  abolishing  respiration  action  cur- 
rents could  be  led  oiT  from  a  motor  nerve  under  direct  stimulation. 

The  peripheral  afferent  neurones  extend  centreJly  aa  far  as  the 
medulla  oblongata.  In  view  of  the  results  with  the  nerve  trunk  we 
should  expect  no  interruption  of  the  action  current  by  ether  before  this 
point.  The  effect  of  ether  must  be  noted  in  some  neurones  central 
to  the  medulla.  To  obtain  a  suitable  preparation  that  could  be  studied 
with  and  without  anaesthesia  decerebration  was  necessary. 

Our  experiments  were  made  on  decerebrate  cats,  observations  being 
made  at  frequent  intervals  before,  during  and  after  anaesthesia  by  ether 
inhalation.  Decerebration  was  performed  under  deep  anaesthesia  with 
the  Sherrington  decerebrator,  and  the  best  results  were  obtained  with 
a  transection  at  the  anterior  margin  of  the  anterior  corpora  quad- 


Action  currents  were  recorded  with  the  Cambridge  String  Galvanom- 
eter. For  leading  off  electrodes  we  first  used  the  porous  "boots," 
later  the  gelatin  type  of  Lucas,  which  are  preferable.  For  stimulation 
single  break  shocks  from  a  Berne  inductorium  were  delivered  through 
a  pair  of  Sherrington  shielded  electrodes  apphed  to  the  sciatic  nerve.  . 

When  the  leads  were  applied  to  the  brain-stem  the  excursions  of  the 
galvanometer  following  the  stimuli  were  smalt,  but  they  were  largest 
when  one  electrode  was  placed  at  the  top  of  the  brain-stem  and  the 
other  at  the  bottom,  and  the  direction  of  the  major  excursion  indicates 
^ectrical  negativity  at  the  bottom.  The  procedure  finally  adopted 
was  to  place  one  electrode  on  the  posterior  corpus  quadrigeminum  on 
one  side  and  the  other  at  the  base  of  the  brain-stem  2  or  3  mm.  the 
other  aide  of  the  median  plane.  The  stimulus  was  applied  to  tho 
soiatic  nerve  on  the  same  side  as  the  upper  electrode. 

With  this  arrangement  surgical  anaesthesia  with  ether  either  greatly 
reduces  the  size  of  the  excursions,  or  altogether  abolishes  them. 

We  are  not  prepared  to  draw  generalizations  concerning  the  degree 
of  narcosis  requisite  for  abolition  of  these  nerve  impulses,  but  we  have 
found  that  abolition  generally  occurs  long  before  respiration  is  inter- 
fered with.  It  is  evident  that  if  ether  anaesthesia  suffices  to  abolish  or 
greatly  reduce  the  magnitude  of  impulses  in  these  neurones  which  arise 
in  the  medulla,  it  is  more  than  likely  that  any  impulse  persisting  in  this 
region  will  be  abolished  in  the  next  set  of  synapses  in  the  chain  leading 
to  the  cortex.  It  may  then  be  fairly  concluded  that  sut^ical  anaes- 
thesia protects  the  cerebral  cortex  from  incoming  nerve  impulses. 
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A  tmooth-muade  nerve  preparation.    C.  D.  Sntder. 

Cinematograph  and  lantern  demonstration  of  some  effects  on  lesions  of  the 
nervous  system.    F.  H,  Pike. 

On  the  secretory  discharge  of  the  pituitaTy  body  produced  by  stimulation 
of  the  superior  cervical  ganglion.    V.  N,  Shauoff  (by  invitation). 

Concerning  the  action  of  various  pituitary  extracts  on  the  isolated  intestinal 
hop.    V.  N.  Shamoff  (by  invitation). 

The  influence  of  certain  cereal  foods  on  the  gastric  secretion.  C.  C. 
Fowler  (by  invitation),  M.  E.  Rehfubs  (by  invitation),  and  P.  B. 
Hawk. 

Changes  in  the  composition  of  the  body  of  fasting  lobsters.    Sbrqiub 

MORQDLIB. 

A  note  on  the  corUracHlity  of  the  musculature  of  the  auriculo-ventricular 

valves.    Joseph  Erlanoer. 

Kent'  has  recently  described  muscular  tissue  extending  from  the 
auricles  onto  the  surface  of  the  auriculo-ventricular  valves.  An  ex- 
amination of  the  literature  as  given  by  Nicolai'  shows  that  muscle  had 
been  described  in  this  locality  by  Reid  in  1839,  by  Kilrschner  in  1840, 
by  Paladino  in  1876  and  by  Albrecht  in  1903.  In  so  far  as  we  are 
aware,  however,  no  one  has  recorded  having  observed  contractions  of 
these  valve  leaflets.  The  following  observation  seems  therefore  to 
warrant  a  brief  note.  It  was  made  some  years  ago  (June  3,  1911) 
while  experimenting  with  the  surviving  beef's  heart.'  The  heart  had 
been  perfused  for  some  time.  The  ventricles  had  fibrillated;  repeated 
perfusion  with  1  per  cent  potassium  chloride  solution  had  failed  to  re- 
vive the  rhythm  of  the  heart;  th&  auricles  also  had  stopped  beatii^. 
When  the  heart  was  opened,  the  posterior  leaflet  of  the  mitral  valve 
was  seen  to  be  beating  rhythmically.  The  movements  were  not  very 
extensive.  We  were  then  of  the  opinion  that  under  natural  condi- 
tions contractions  of  such  a  strength  would  not  play  any  very  decided 
r6Ie  in  the  normal  action  of  the  valves.  The  leaflet  continued  to  beat 
after  it  had  been  cut  entirely  free  of  the  heart.  Histological  examination 
revealed  a  few  heart  muscle  fibers  in  the  valve.  This  was  the  only  in- 
stance in  the  course  of  a  lai^  number  of  experiments  in  which  a  valve 
leaflet  was  observed  to  be  contractile.  It  would  not  be  safe  to  draw 
any  inferences  as  to  the  function  of  the  musculature  of  the  valve  leaflets 
from  an  isolated  observation  that  the  valve  musculature  may  be  con- 
tractile, though  feebly  so,  and  spontaneously  rhythmical,  and  at  a 
time  when  the  auricles  themselves  are  not  beating.     Some  of  the  pos- 

'  Proc.  Roy.  Soc,  1915,  Uxxviii,  p.  537. 

*  Nagel's  Handbuch  der  Physiologie,  1905,  i,  846. 

'  Erlanger:  Am.  Jouni.  Physiol.,  1912,  xxx,  396. 
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sibilities  in  the  case  are  diacusscd  by  Nicolai  (I.e.)  and  also  by  Kent 
(1.  c.)-  Very  recently  Dean*  has  noted  that  before  the  end  of  auricular 
systole,  the  auriculo-ventricular  valves  very  quickly  ascend  toward  the 
auricle.  Such  a  movement  at  this  time  might  well  be  caused  by  a 
contraction  of  the  valve  musculature. 

The  psychic  secretiorj  of  gasfnc  juice,     R.  J.  Miller  (by  invitation), 
M.  E.  Rehfuss  (by  invitation)  and  P.  B.  Hawk. 

•  Proc.  Soc.  for  Exp.  Biol,  aod  Med.,  1S15,  iciii,  6. 
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The  Anterior  Lobe  of  the 
Pituitary  Body 


About  three  years  atfo  we  prepared  a  quantity  of  the  desiccated 
anterior  lobe  of  the  pituitary  body,  which  we  sent  to  118  clinical 
oo-wM-kers,  asking  their  assistance  tn  an  inveatitfatioD  of  its  phy- 
■iologic  and  therapeutic  effects. 

While  a  aumber  of  striking  results  hove  been  recorded,  it  is 
apparent  that  the  anterior  lobe  must  be  offered  without  any  very 
d^nite  knowledge  of  the  conditions  in  which  such  a  substance  is 
specifically  indicated. 

There  seems  to  be  no  doubt,  however,  that  peculiar  disturb- 
ances of  metabolism,  such  as  result  in  delayed  development,  both 
mental  and  physical,  and  certain  derangements  of  the  genito-urinary 
system,  are  markedly  benefited  by  anterior-lobe  therapy.  The 
product  has  been  used  with  good  results  in  amenorriiea,  sexual 
infantilism  of  the  obese  type,  delayed  mental  and  physical  develop- 
ment in  children  of  a  neurotic  type,  menorrhagia  for  which  no  cause 
could  be  ascertainedt  Mongolian  imbecility,  and  mental  obtundity. 
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BACTERIOLOGICAL  INCUBATORS 


C.  S.  &  E. 

ANHYDRIC   ELECTRIC 

INCUBATORS 

The  walla  of  these  Incubators  consist 
of  five-plj^  wood,  tar  paper,  animal  hair 
and  traoBite.  No  nater  jacket  is  used 
and  the  C.  S.  &  E.  Electric  Thermostat 
roaintaUiH  a  constant  temperature  within 
)"  C  with  no  attention  after  adjustment 
is  once  made.  Ko  special  switch  or 
wiring  is  necessary  as  the  Incubators 
operate  on  any  110  volt  alternating  or  , 
direct  circuit  by  screwing  plug  into 
ordinary  lamp  socket,  aad  will  operate 
on  220  volt  direct  or  alternating  circuit 
by  simply  changing  the  voltage  of  the 
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THE  EFFECT  OP  CASTRATION  ON  THE  WEIGHT  OF  THE 

PITUITARY  BODY  AND  OTHER  GLANDS  OF  INTERNAL 

SECRETION  IN  THE  RABBIT 

A.  E.  LIVINGSTON 

From  the  Phynologioal  LqhoTatory,  Cornell  UtiiveTgity,.tlhaea,  N.  Y. . 

Received  for  publication,  January  29,  1916 

INTRODUCTION 

The  object  of  the  present  invest^tion  was  to  determine  the  effect 
produced  on  theweight  of  the  hypophysis  by  removing  the  testes  sad 
ovaries  from  male  and  female  rabbits.  It  has  been  reported  that  the 
anterior  lobe  of  the  pituitary  is  affected  in  weight  and  histol<%ical  ap- 
pearance by  castration.  The  same  part  of  the  pituitary  is  geaerally 
considered  to  be  in  some  way  associated  with  body  growth.  Castra- 
tion in  certain  cases  has  been  shown  without  a  doubt  to  aSect  growth 
of  animals.  With  these  facts  in  mind  the  idea  was  conceived  of  uti- 
lizing the  same  animals  for  a  determination  of  the  effect  of  castration 
and  spaying  on  the  body  growth  and  also  the  effect  on  weight  or  histo- 
Ir^cal  appearance  of  some  other  glands  of  internal  secretion. 

It  is  probable  that  the  operation  which  consists  of  removing  the 
testes  from  male  animals  has  been  practiced  longer  than  any  other. 
Many  of  the  effects  have  been  noticed  from  the  very  first  and  B<ane  are 
still  disputed  questions.  The  results  most  manifest  are  upon  the 
secondary  sex  organs  and  characters;  the  whole  body,  however,  imder- 
goes  changes  iu  metabolism  and  development.  Most  of  these  changes 
are  at  best  only  vaguely  understood  and  of  others  practically  nothing  is 
known.  In  mammals  the  most  marked  change  is  in  the  prostate  and 
seminal  vesicles.  If  their  development  is  not  complete  it  ceases,  and 
if  complete,  atrophy  results  (Griffiths  (9)  ).    The  effects  which  follow 
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removo]  of  the  ovarieB  from  females  are  just  aa  distinct,  and  are  prob- 
ably less  understood  than  those  peculiar  to  males.  Some  of  the  re- 
sults are  common  to  both  sexes. 

It  was  not  until  Brown-Sequard  (2)  in  1889  published  his  results 
that  serious  investigation  began  in  this  field.  His  findings,  although 
probably  not  of  so  much  value  in  themselves,  suggested  what  is  to  be  the 
basis  of  explanation  for  most  if  not  all  the  effects  following  the  removal 
of  sex  organs  from  both  males  and  females,  namely  an  internal  secre- 
tion. It  seems  quite  reasonable  to  suppose  that  all  oigans  which  pro- 
duce an  internal  secretion  are  more  or  less  intimately  related  to  each 
other  and  for  this  reason  it  is  difficult  to  detennine  the  direct  effect 
upon  any  one  of  these  by  removal  or  alteration  in  the  normal  action  of 
any  other. 

In  certain  respects  the  pituitary  gland  is  considered  by  some  writers 
to  be  more  closely  related  to  the  testes  and  ovaries  than  to  any  other 
of  the  glands  of  internal  secretion.  Experimentally  the  relationship 
between  any  two  of  these  organs  has  been  studied  usually  by  one  or 
more  of  four  methods,  (1)  by  removing  one  of  the  two  glands  in  question 
and  observing  the  effect  produced  upon  the  other  in  the  form  of  an  in- 
crease or  decrease  in  weight,  histological  changes,  external  appearance 
and  so  on;  (2)  by  removing  the  other  gland  and  noting  the  reverse 
effects;  (3)  by  administering  to  the  experimental  animal  in  some  form  the 
substance  of  the  gland  which  in  the  other  cases  was  taken  away;  and 
(4)  by  reversing  this  procedure  by  feeding  the  substance  of  the  gland 
upon  which  the  effect  was  watched  in  the  preceding  cases.  Another 
method  which  can  scarcely  be  placed  in  any  one  of  these  four  classes 
is  to  remove  an  organ  from  its  natural  position  and  graft  it  into  some 
other  part  of  the  body.  This  method  has  been  used  to  support  the 
theory  of  internal  secretions  in  the  case  of  the  testes  of  fowls  (Fogei 
(8) )  and  many  other  forms.  In  addition  to  being  studied  experimen- 
tally they  have  been  approached  from  the  field  of  pathology,  from  clini-- 
cal  records,  and  from  the  results  of  operations  upon  the  human  subject. 

Advantage  has  been  taken  of  most  of  these  methods  for  adding  to  our . 
knowledge  concerning  the  relationship  between  the  pituitary  and  the  _ 
generative  glands.  Several  investigators  have  removed  the  testes  or  ■ 
ovaries  from  various  animals  under  different  conditions  and  have  used 
different  methods  for  determining  the  effect  upon  the  weight  of  the 
hypophysis  or  other  organs.  The  animals  used  have  included  rabbits, 
guinea  pigs,  cocks,  bulls,  buffaloes,  sows,  ewes,  rats,  horses  and  in  addi- 
tion observations  on  eunuchs.     The  conclusions  thus  far  reached  have 
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been  contradictory  so  that  at  the  present  time  the  question  is  obviously 
an  open  one. 

With  the  object  of  the  present  experiment  in  mind,  precaution  has 
been  taken  to  avoid  all  errors  which  might  possibly  affect  the  results. 
Two  series  of  animals  each  composed  of  both  sexes  have  been  used. 

MtEllOUB  WOBK 

Comparatively  few  investigators  have  studied  this  problem  directly. 
Much  however  has  been  written  on  subjects  closely  associated  with  this 
question  and  for  a  complete  survey  of  the  literature  the  reader  may  con- 
sult Biedl  (1),  D.  Noel  Paton  (20),  and  Swale  Vincent  (24).  Only 
those  whose  results  are  most  closely  related  to  this  subject  will  be 
mentioned  here. 

The  first  and  probably  the  most  widely  quoted  worker  in  this  field  is 
Fichera  (7)  who  observed  the  weight  and  histological  appearance  of  the 
pituitary  bodies  of  50  cocks  and  50  capons,  2  normal  and  3  spayed 
rabbits,  2  normal  and  3  spayed  guinea  pigs,  6  normal  and  5  castrated 
buffaloes  and  5  normal  and  6  castrated  bulls.  The  figures  which  he 
gives  include  for  each  group  the  average,  minimal,  and  maximal  weight 
of  the  hypophysis  in  centigrams,  for  both  control  and  experimental  aoi- 
mab.  Fichera  concludes  from  these  experiments  that  the  pituitary 
enlarges  to  about  twice  the  normal  size  after  castration,  and  also  re- 
ports that  he  was  able  to  rapidly  reduce  this  enlargement  by  the  in- 
jection of  testicular  extract.  He  believes  that  there  is  some  sort  of 
compensatory  relationship  between  the  genitals  and  the  hypophysis. 
It  seems  entirely  possible  however  that  his  figures  do  not  show  what 
might  be  found  if  some  of  his  soin-ces  of  error  were  eliminated.  With  the 
exception  of  the  cocks  and  capons  the  number  of  animals  is  too  small  to 
be  taken  as  conclusive  proof  when  such  great  individual  variations  are 
obtained  normally.  The  body  weight  of  the  animals  is  not  given  in 
any  case;  thus  his  results  are  not  given  in  terms  of  body  weight,  which 
obviously  might  make  an  appreciable  difference.  In  the  case  of  rab- 
bits and  guinea  pigs,  where  females  were  used,  no  mention  is  made  as 
to  whether  or  not  the  animals  had  ever  been  pregnant,  and  this  condi- 
tion is  claimed  by  some  investigators  to  cause  an  enlargement  of  the 
pituitary  gland  which  probably  returns  to  normal  during  lactation  but 
may  persist  for  a  longer  time.  The  animals  are  not  said  to  be  of  the 
same  litter  which  would  also  be  apt  to  cause  a  variation.  In  case  of 
some  animal  species,  especially  those  in  which  the  gastro-iatestinal  con- 
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tentB  may  vary  between  comparatively  wide  limits  in  proportion  to 
body  weight,  it  seems  nece&aaiy  to  also  avoid  this  possible  Bource  of 
error. 

In  regard  to  the  condition  of  the  pituitfuy  during  pregnancy  as  just 
mentioned,  Comte  (4)  seems  to  have  been  the  first  to  report  an  enlarge- 
ment, and  later  many  others  have  come  to  the  same  conclusion.  Erd- 
heim  and  Stumme  (6)  have  produced  indisputable  evidence  of  hypo- 
physeal hypertrophy  during  pregnancy  and  of  changes  which  take 
place  in  the  structure  of  the  oi^an,  simikr  to  those  which  Fichera,  as 
just  mentioned,  has  described  as  resulting  from  castration. 

As  to  the  necessity  of  taking  into  account  the  weight  of  the  gastro- 
intestinal contents  in  the  case  of  the  rabbit,  as  here  considered,  refer- 
ence should  be  made  to  some  results  of  Joseph  (15)  in  which  the  con- 
tent weight  is  on  the  averse  about  10  per  cent  of  body  weight  and 
varies  between  comparatively  wide  limits.  The  same  is  shown  to  be 
true  in  case  of  the  rabbits  used  in  the  present  experiment  as  already 
published  (17). 

Cimorini  (3)  confirms  the  work  of  Fichera  by  using  young  dogs  and 
states  that  the  changes  which  take  place  are  similar  to  those  occurring 
after  removal  of  the  thyroids.  Tandler  and  Gross  (23)  show  that 
there  was  an  anatomical  enlargement  of  the  sella  turcica  by  exami- 
nation of  the  skulls  of  skeletons  and  by  means  of  X-ray  photographs 
of  living  castrated  animals. 

The  work  of  Marrassini  and  Luciani  (19)  owing  to  its  scope  and  char- 
acter undoubtedly  deserves  careful  consideration.  Their  observations 
were  made  on  sheep,  cattle,  dogs,  rabbits,  guinea  pigs  and  domestic 
fowls.  The  ^e,  time  after  castration,  weight,  and  in  most  cases  the 
relation  of  the  animals  were  known,  i.e.,  whether  they  belonged  to  the 
same  or  different  litters.  They  give  not  only  the  gross  weight  of  the 
animal,  the  individual  weight  of  each  hypophysis  and  their  relative 
weights,  but  also  the  weight  of  each  brain,  kidney,  heart,  suprarenal 
gland,  liver,  spleen,  pancreas,  thyroid,  and  the  normal  generative 
^ands.  They  conclude  that  in  sheep  and  cattle  the  weight  of  the 
hypophysis,  which  normally  presents  wide  individual  variations  seems 
not  to  have  undergone  modifications  capable  of  constituting  a  particu- 
lar characteristic  of  castrated  animals.  Although  no  weights  with  re- 
spect ti  dogs  are  given  in  their  tables  the  statement  is  made  that  the 
weight  of  the  hypophysis  in  proportion  to  body  weight  does  not  show 
any  constant  difference  which  merits  special  attention.  Among  rab- 
bits and  guinea  pigs  either  male  or  female  they  do  not  observe  after 
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castration  any  constant  modification  deserving  mention.  The  same  ia 
said  of  those  males  in  which  a  bilateral  ligature  of  the  ductus  deferens 
was  made,  and  a  ligature  of  the  ductus  deferens  on  one  side  and  cas- 
tration on  the  other  side.  They  further  say  that  the  difference  which 
one  sometimes  observes  in  the  weight  of  the  hypophysis  as  well  as  in  all 
other  organs  must,  in  all  probability,  depend  on  special  individual  con- 
ditions, not  attributable  directly  to  the  suppression  or  the  modification 
of  the  function  of  the  sexual  glands. 

D.  Noel  Paton  (20)  in  discussing  this  question,  considers  it  to  be 
proven  that  hypertrophy  of  the  pituitary  is  caused  by  castration  as  well 
as  by  thyroidectomy  and  is  inclined  to  consider  this  as  an  indication 
that  there  ie  a  reciprocal  relationship  between  these  organs.  On  the 
gonads  the  pituitary  is  generally  beheved  to  have  an  augmentary  ac- 
tion; both  have  an  important  influence  on  growth  and  development, 
and  when  the  gonads  are  removed  the  pituitary  is  regarded  by  some  as 
imdet^oing  what  is  thought  to  be  a  compensatory  hypertrophy.  It  is 
stated  that  without  the  pituitary,  complete  development  of  the  gonads 
appears  impossible. 

Gushing  (5)  reports  that  in  the  case  of  the  majority  of  adult  d(^ 
from  which  the  posterior  lobe  of  the  pituitary  had  been  removed  the 
females  did  not  come  in  heat  even  when  observed  for  nine  months, 
and  the  males  ultimately  showed  definite  testicular  atrophy.  The 
puppies  of  both  sexes  remain  sexually  infantile. 

Kuhn  (16)  examined  the  pituitaries  of  castrated  horses,  mares  and 
stallions.  Owing  to  the  difficulty  of  obtaining  stallions  for  examina- 
tion he  was  able  to  report  the  pituitary  weight  of  only  two.  His  con- 
clusions are  therefore  mainly  based  on  the  comparison  of  castrated  males 
and  normal  females.  The  sex  difference  in  the  horse  is  not  regarded  as 
an  appreciable  factor.  The  females  used  in  the  investigation  had  never 
been  pregnant.  He  concludes  that  the  pituitaries  of  horses  do  not 
respond  by  an  increase  in  size  or  volume  after  removal  of  the  testes. 
He  points  to  the  wide  individual  variation  which  he  noticed  among  those 
of  the  normal  groups  and  attributes  the  slight  difference  between  the 
operated  and  control  animals,  which  is  in  favor  of  the  normals,  to  this 
cause  rather  than  to  any  effect  of  castration. 

Hatai  (10)  reports  a  distinct  sex  difference  when  cconparing  the  rate 
of  increase  in  weight  of  the  hypophysis  during  growth  in  male  and 
female  albino  rats.  This  sex  difference  was  noticeable  in  rats  which 
weighed  50  grams,  and  became  more  noticeable  as  the  animals  increased 
in  weight.    The  hypophysis  in  the  adult  female  was  more  than  twice  as 
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heavy  as  in  the  male  in  proportion  to  body  weight.  In  a  later  publi- 
cation (11)  he  states  that  in  the  case  of  the  Norway  rat  this  sex  differ- 
ence is  very  slight  and  he  questions  whether  or  not  it  is  present  at  all 
in  guinea  pigs  and  rabbits  as  shown  by  the  results  of  other  investigators. 
No  explanation  is  given  for  the  sex  difference  in  the  case  of  the  albino 
rat  but  it  is  made  clear  by  his  results  that  the  hypophysis  reacts  dif- 
ferently according  to  sex  after  castration  and  spaying.  In  the  spayed 
females  the  weight  of  the  hypophysis  was  only  slightly  greater  than 
that  of  the  controls,  amounting  to  3.84  per  cent  which  should  be  con- 
sidered as  within  the  limits  of  experimental  error  and  individual  varia- 
tion. The  male  rats  however  showed  a  striking  difference  in  this  re- 
spect. In  the  males  which  had  been  castrated  the  hypophysis  was 
73.62  per  cent  heavierthan  in  the  controls.  This  enlai^ement  was  shown 
in  all  of  the  four  groups  examined  and  in  each  htter.  Along  with  this 
difference  another  was  noticed,  namely  that  in  the  females  spaying  was 
invariably  followed  by  general  overgrowth  and  obesity,  while  among 
the  males  castration  was  not  followed  by  these  changes.  Hatai  in  a 
recent  contribution  (12)  further  substantiates  these  conclusions. 

Stotsenburg  (21)  seems  to  have  been  the  first  to  make  a  systematic 
study  of  the  growth  after  castration  of  males  among  mammals,  using 
the  albino  rat  and  concludes  by  saying  "In  the  case  of  albino  rats,  the 
growth  curve  for  castration  is  sunilar  to  that  for  normals."  As  a  re- 
sult of  spaying  females  he  reports  in  a  later  paper  (22)  an  excess  over 
normals  in  body  length  of  3.4  per  cent  and  in  body  weight  of  23.5  per 
cent  and  the  excess  in  body  length  would  call  for,  as  he  says,  an  excess 
in  body  weight  of  12  per  cent.  Then  the  difference  between  23.5  per 
cent  and  12  per  cent  must  be  credited  to  the  deposition  of  fat.  This 
was  confirmed  at  the  post  mortem  examination.  These  results  as  al- 
ready seen  are  substantiated  by  Hatai. 

This  relationship  between  the  response  of  the  hypophysis  on  the  one 
hand  and  general  overgrowth  on  the  other  has  been  noticed  in  the  pres- 
ent investigation  upon  rabbits,  the  data  for  which  had  been  recorded 
before  the  results  of  Hatai  or  Stotsenburg  appeared,  and  will  be  con- 
sidered later  in  this  paper. 

Some  observers  as  already  mentioned  explain  the  hypertrophy  of  the 
pituitary  following  castration  as  an  example  of  vicarious  action.  When 
the  sexual  glands  are  removed,  the  pituitary  enlarges  to  supply  some  in- 
ternal secretion  to  take  the  place  of  one  which  is  lacking.  Hoskins  (14) 
is  of  the  opinion  that  the  pituitary  is  normally  held  in  check  by  the 
gonads  and  when  this  inhibition  is  removed  the  pituitary  manifests 


d  by  Google 


BprncT  or  castration  on  glands  of  internal  secretion  159 

increased  activity  leading  to  altered  metabolism,  aud  thus  to  an  over- 
growth of  different  parts  of  the  body  such  as  occurs  both  in  acnnnegaly 
and  after  castration. 

Roealiud  Wulzen  (25)  mentions  the  evidence  of  previous  workers 
which  is  somewhat  contradictory  regarding  the  effects  on  growth  fol- 
lowing the  increase  or  decrease  in  amount  of  anterior  lobe  secretion 
which  is  suppUed  to  different  animals  either  from  natural  or  artificial 
sources.  The  preponderance  of  the  evidence  cited,  however,  indicates 
that  the  pituitary  body  either  Injected  or  ingested  is  able  to  cause  a 
diminution  in  rate  of  growth  in  young  animals  and  that  this  is  due  to 
something  more  than  emaciation  has  been  shown  by  some  who  meas- 
ured the  long  bones  and  found  a  decrease  in  their  length.  She  also 
concludes  from  her  own  experiments  that  growth  of  young  fowl  is  re- 
tarded by  the  addition  to  the  diet  of  fresh,  unmodified  anterior  lobe 
of  ox  pituitary.  This  was  shown  in  body  weight  and  in  length  of  the 
long  bones,  and  was  more  marked  in  the  males  than  in  the  females. 

UATERIAL 

In  the  experiments  here  reported  the  rabbit  has  been  chosen  as  the 
experimental  animal  for  the  reason  that  several  other  observers  have 
used  this  form  and  have  disagreed  as  to  the  results,  also  because  it  is 
inexpensive  and  at  the  same  time  easily  obtained  and  cared  for.  In 
all,  about  150  rabbits  were  obtained,  of  which  several  were  lost  in  various 
ways.  Since  the  fact  that  animals  even  of  the  same  species  raised  in 
different  sections  of  the  country  may  possess  marked  difference,  as  is 
well  shown  by  Marine  (18)  in  case  of  the  thyroids  of  dogs,  it  should 
be  stated  here  that  the  animals  used  in  this  experiment  were  all 
bom  and  raised  in  the  neighborhood  of  Ithaca.  Some  were  boi^ht  of 
farmers,  while  others  were  reared  in  the  animal  house  belonging  to  the 
Physiological  Department.  All  animals  which  seemed  to  be  in  any 
way  abnormal  were  rejected.  At  the  time  of  operation'  the  animals 
varied  in  age  from  a  few  weeks  to  about  one  year.  The  body  weights 
ranged  from  300  grams  to  more  than  2  kilos  as  will  be  seen  in  the  ac- 
companying tables.  As-  to  sex  they  were  divided  very  nearly  into  two 
equal  groups.  Two  series  of  animals  have  been  used,  the  first  in> 
eluding  about  60  and  the  second  about  90.  The  former  was  observed 
and  examined  during  1012  aud  the  latter  in  the  following  year.  Sev- 
eral objections,  which  might  be  raised,  became  apparent  in  case  of  the 
first  series,  namely,  the  animals  were  not  necessarily  of  the  same  litter 
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althoi^  in  many  cases  they  probably  were.  A  IfU^e  proportion  was 
full  grown  and  hence  possibly  not  so  suitable  for  this  experiment,  and 
it  was  not  certain  that  all  the  females  were  virgins.  For  tiiese  reasons 
it  was  thought  advisable  to  repeat  the  work  on  a  lai^r  scale,  making 
special  effort  to  control,  as  far  as  possible,  each  operated  animal  by  a 
normal  one  of  the  same  litter,  and  to  operate  upon  aU  at  as  early  an 
age  as  practicable. 

METHOnS 

Kelative  to  the  subject  of  castration  and  spaying  a  few  general  state- 
ments may  be  made.  The  effect  upon  the  hypophysis  following  the 
removal  of  the  testes  or  ovaries  is  a  difficult  question  to  solve,  not 
because  either  operation  is  so  complicated,  but  because  of  the  small 
size  of  the  hypophysis  and  its  great  normal  variation  as  may  be  seen 
from  the  control  group.  Further  difficulty  is  encountered  by  the  fact 
that  a  greater  normal  variation  is  apparent  when  comparison  is  made 
between  different  litters,  between  animals  from  different  sections  of  the 
country,  between  those  which  have  and  those  which  have  not  been  preg- 
nant, and  between  animals  of  different  breeds.  With  these  difficulties 
in  mind,  precaution  has  been  takea  to  avoid  to  the  greatest  possible  de- 
gree every  source  of  error,  compensating  the  unavoidable  ones  by  the 
use  of  larger  numbers  of  animals  than  would  otherwise  be  necessary. 
By  an  examination  of  the  literature  in  these  particulars  a  noteworthy 
fact  is  revealed  that  in  many  experiments  which  are  often  quoted  the 
above  mentioned  precautions  were  not  taken.  In  some  cases  the 
conclusions  are  drawn  from  a  few  operated  animals,  with  an  even 
smaller  number  as  controls,  no  mention  being  made  as  to  sex,  ratio  of 
hypophysis  to  body  weight;age,  time  elapsing  after  operation,  or  relation- 
ship of  operated  to  control  animals.  These  methods  lead  one  to  doubt 
the  correctness  of  the  conclusions  to  which  many  previous  workers  have 
come.  Some,  however,  have  worked  with  great  care  and  this  may 
explain  in  some  respects  why  their  results  contradict  those  of  others. 

In  the  present  investigation  the  animals  which  were  purchased  from 
the  outside  were  placed  in  two  pens  in  order  to  keep  the  sexes  apart, 
the  individual  weight  recorded,  and  a  distinguishing  number  assigned. 
The  color  markings  which  do  not  change  can  also  be  rehed  upon  as  a 
guide  to  distinction.  The  litters  of  rabbits  which  were  bom  here  in  our 
animal  house  were  kept  separate  until  large  enough  to  be  marked. 
They  were  then  weighed  as  in  the  above  case.  Each  animal  to  be 
operated  on  was  selected  whenever  possible  so  that  it  could  be  controlled 
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by  .one  of  the  same  litter,  of  approximately  the  same  weight  at  the  time 
of  operation,  and  always  of  the  same  sex.  More  attention  was  paid  to 
these  points  in  the  second  series  than  in  the  first. 

In  the  case  of  young  animals  which  were  raised  by  us,  the  operatioa 
was  perfonned  as  early  as  it  was  regarded  advisable  with  a  reasonable 
degree  of  safety.  Those  which  were  bought  from  other  breeders  were 
usually  operated  oo  as  soon  as  received. 

In  all  cases  the  operation  was  performed  while  the  animal  was  under 
deep  ether  anesthesia,  with  aseptic  precautious.  In  th&  case  of  the 
males  the  testes  were  removed  through  a  short  transverse  incision 
through  the  skin  of  the  public  region.  The  cord  was  clamped,  cut,  and 
cauterized  to  obviate  the  use  of  a  ligature.  The  ovaries  were  removed 
from  females  sometimes  through  a  median  longitudinal  incision  and 
sometimes  through  two  opposite  lateral  incisions  in  the  abdominal 
wall.  After  the  wounds  had  been  closed  a  5  per  cent  solution  of  iodine 
in  70  per  cent  alcohol  was  applied  occasionally  for  two  or  three  days  and 
no  bandages  were  used.  Only  one  or  two  fatahties  could  possibly  be 
attributed  to  the  operation.  Sections  of  each  piece  of  tissue  removed 
were  fixed  for  future  liistol(^cal  examination. 

The  operated  and  control  animals  were  kept  in  the  same  i>en,  always 
in  the  opeo  air  and  under  precisely  the  same  conditions  in  every  re- 
spect. All  were  well  cared  for  and  fed  on  such  food  as  grass,  vegetables, 
and  apples.  They  were  weighed  individually  on  Saturday  morning  of 
each  week  before  feeding,  and  from  these  weights  curves  of  growth  were 
plotted. 

The  animals  were  killed  by  coal  gas.  This  is  not  only  a  convenient  and 
rapid  method  but  was  also  advantageous  in-this  case  because  it  delays 
clotting  of  the  blood.  The  exact  weight  was  now  recorded,  the  bladder 
emptied  by  digital  pressure  and  the  body  weight  again  taken.  The 
head  was  now  removed  and  the  whole  animal  allowed  to  bleed  freely, 
thus  reducing  the  chance  of  error  in  weight  of  the  hypophysis  and 
other  organs  by  inclusion  of  a  varying  amount  of  blood. 

The  next  step  and  the  one  which  required  the  moat  careful  technique 
was  the  removal  of  the  pituitary  body.  The  points  to  be  attended  to 
in  this  dissection  are  the  complete  removal  of  its  surrounding  mem- 
branes, the  severance  of  the  pituitary  from  the  infimdibulum  at  the 
same  point,  and  these  without  injury  to  the  organ  itself.  Different 
methods  of  approach  were  tried  on  a  few  of  the  first  series,  but  it  was 
soon  found  that  the  ventral  route  was  preferable.  The  head  being 
severed  the  ventral  part  could  be  easily  removed  at  the  level  of  the 
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mouth  by  breakii^  the  ramus  of  the  mandible  with  bone  forceps  and 
then  extending  the  angle  of  the  mouth  posteriorly  by  cuttii^  the 
muscles  and  skin.  The  soft  palate  and  Tnucosa  covering  the  base  of  the 
spbenoid  bone  was  then  removed,  and  the  position  of  the  pituitary 
determined  by  locating  the  canalis  cramopharyngeus  which  is  directly 
ventral  to  the  pituitary  body.  The  base  of  the  skull  was  now  re- 
moved piecemeal  by  small  bone  forceps  with  care  not  to  disturb  the 
tissue  in  the  region  of  the  pituitary  body;  a  small  part  of  the  sphenoid 
bone  directly  ventral  to  it  being  left  until  all  the  rest  had  been  removed. 
When  the  pituitary  is  now  exposed  and  the  surrounding  membranes 
carefully  ruptured  the  gland  will  "shell  out"  when  lifted  ventrally  and 
anteriorly  from  behind,  from  the  tentorium  sellae  in  much  the  same 
way  as  the  brain  can  be  lifted  from  the  base  of  the  skull  from  behind 
when  the  dura  mater  is  removed  from  the  dorsal  surface,  and  the  crania] 
nerves  cut.  As  the  pituitary  is  lifted  out  ventrally  the  infundibulum 
is  flexed  and  breaks  at  the  same  place,  in  all  cases  near  the  pituitary  at 
what  is  apparently  a  natural  weak  point  in  its  structure.  The  entire 
body  composed  as  Herring  (13)  describes  of  anterior  and  posterior 
lobes  and  pars  intermedia,  now  iree,  was  placed  on  a  small  watch  glass 
and  transferred  immediately  to  a  sensitive  chemical  balance,  where  its 
weight  was  determined  to  the  tenth  of  a  milligram.  The  next  step  in 
order  for  each  animal  was  the  removal,  weighing  and  fixing  of  external 
parathyroids,  thyroids,  pancreas,  spleen,  suprarenals,  kidneys,  thymus, 
and  ovaries  if  present,  or  if  a  male  the  prostate  and  also  the  testes 
if  the  animal  is  a  control.  Only  a  small  piece  of  suitable  size  was  placed 
in  the  fixing  fluid,  and  the  weights  detenniiied  only  for  the  thyroids, 
suprarenals,  kidneys,  testes,  ovaries,  and  uterus.  The  same  procedure 
was  followed  in  all  cases,  the  primary  object  being  to  secure  data  suit- 
able for  purposes  of  comparison,  from  both  normal  and  operated 
animals. 

As  previously  mentioned  it  was  considered  necessary  to  determine  for 
each  individual  the  reduced  body-weight.  This  term  will  be  used 
throughout  to  designate  the  live  weight  of  the  animal  less  the  weight 
of  the  urine  and  gastro-intestinal  contents,  which  is  found  by  sub- 
tractii^  the  latter  from  the  weight  taken  inunediately  after  the  urine 
had  been  expelled.  To  determine  the  weight  of  the  gastro-intestinal 
contents  for  this  purpose,  the  whole  tract  from  the  cardia  to  the  lower 
end  of  the  rectum  was  removed  with  as  little  of  the  mesentery  as  pos- 
sible and  weighed.  The  contents  were  forced  out  by  pressure  along  the 
outside  with  a  piece  of  sheet  cork  which  does  not  cut  the  tissue,  and  the 


d  by  Google 


EFFECT  OF  CASTRATION  ON   GLANDS   OF   INTBBNAL   SECRETION    163 

whole  tract  agam  weighed.  This  weight  was  theD  subtracted  from  the 
we^t  of  the  tract  before  contents  were  removed,  thus  giving  the 
weight  of  t^e  contents. 

From  the  figures  thus  obtained  the  weight  of  the  hypophysis  in  pro- 
portion to  body-weight  was  calculated  by  dividing  the  weight  of  the 
hypophysis  in  milhgrams  by  the  reduced  body-weight  in  kilos.  The 
same  method  was  followed  in  determining  the  relative  weight  of  the 
other  organs  to  body-weight,  except  in  some  instances  where  the  weights 
are  given  in  grams  instead  of  milligrams. 

RESULTS  OF   PRESENT    INVESTIGATION 

Id  presenting  the  results  of  this  investigation  the  two  series  will  be 
considered  separately.  For  the  first  the  averages  of  the  body  weights 
as  taken  each  week  are  given  in  Tables  I  to  IV  for  castrated  and  con- 
trol males,  and  for  spayed  and  control  females  respectively.  Tables 
V  and  VI  show  a  comparison  of  these  operated  and  normal  animals 
without  regard  to  sex. 

For  the  second  series  corresponding  figures  are  given  in  Tables  VII 
to  XII.  Among  the  animals  of  this  series  (en  castrated  males  could  be 
controlled  by  eighi  males  of  the  same  Utters,  and  from  the  females  »ix 
could  be  controlled  by  Jm  of  the  same  litters.  The  average  weights  of 
these  are  grouped  in  Tables  XIII  to  XVI. 

Curves  I  to  XVI  (figs.  1  to  8)  are  plotted  from  these  averages  and 
are  intended  to  show  relative  rates  of  growth  of  each  group. 

The  primary  object  of  the  experiment  was  to  compare  aversges  and 
individual  weights  of  the  pituitaries  of  operated  and  control  animals  of 
both  sexes.  When  comparisons  are  made  the  weight  per  kilo  of  re- 
duced body-weight  will  be  used  except  where  otherwise  mentioned. 
These  are  to  be  found  in  their  respective  columns  of  Tables  XVII  to 
XXVIII.  It  will  be  best  to  follow  at  the  same  time  the  corresponding 
curves  and  notice  their  relation  to  pituitary  weight.  Observe  that  in 
general  when  the  pituitary  responded  to  the  operation  by  an  increase 
in  size,  the  body-weight  of  that  group  did  not  respond,  and  vice  versa. 

To  begin  with  the  first  series  the  male  group  fTablesXVII  and  XVIII) 
of  ten  castrated  and  eight  controls  give  an  average  for  the  pituitary  of 
11.7  mg.  and  10.2  mg.  respectively  which  amounts  to  a  difference  of  14 
per  cent.  Accompanying  this  the  two  growth  curves  (I  and  II,  fig,  1) 
are  shown  to  follow  the  same  general  course  throughout  a  period  of 
nineteen  weeks. 
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For  the  females  (Tables  XXI  and  XXJI)  the  spajred  group  of  ftrefce 
show  an  average  of  12.7  mg.  as  compared  with  13,5  mg.  for  the  eleven 
normals,  or  a  difference  of  8  per  cent  io  favor  of  the  latter.  The  curves 
(III  and  IV,  fig.  2)  show  a  remarkable  difference  in  that  the  spayed 
animals  increase  in  weight  much  faster  than  the  normals.  A  part  of 
this  difference  is  evidently  due  to  the  fact  that  the  normal  animals 
were  larger  at  the  beginning  of  the  experiment,  but  it  scarcely  appears 
reasonable  to  attribute  the  whole  difference  to  this  cause. 

Talcing  the  whole  series  (Tables  XIX  and  XX)  of  tweaty-lwo  operated 
animals  and  nineteen  controls  without  regard  to  sex  the  respective 
pituitary  weights  are  12.2  mg.  and  12.1  mg.,  a  difference  of  less  than  1 
per  cent.  The  curves  (V  and  VI,  fig.  3)  are  resultants  of  those  already 
mentioned  and  apparently  show  a  gain  in  body-weight  by  •the  oper- 
ated, accompanied  by  a  negligible  gain  by  the  pituitary. 

Consider  now  the  second  series  and  we  find  the  male  group  (Tables 
XXIII  and  XXIV)  composed  of  tweniy-one  castrated  and  sixteen  con- 
trols with  corresponding  pituitary  weights  of  16.1  mg.  and  14.6  mg.  or 
a  gain  of  9  per  cent  by  the  castrated  animals.  With  this  gain  in  mind 
note  that  there  is  practically  no  overgrowth  of  the  castrated  animals  in 
body-weight  as  shown  by  curves  VII  and  VIII  (fig.  4) . 

For  the  nine  spayed  females  and  eleven  normals  (Tables  XXVII  and 
XXVIII)  the  average  pituitary  weights  are  16.1  mg.  and  13.2  mg. 
respectively,  making  a  difference  of  23  per  cent  gain  by  the  operated 
animals.  Accompanying  this  marked  gain  the  curves  (IX  and  X,  fig. 
5)  show  that  the  spayed  group  not  only  did  not  gain  over  the  normals 
but  actually  lost  in  comparison  in  body-weight. 

When  we  group  the  second  series  without  regard  to  sex  {Tables  XXV 
and  XXVI)  we  have  thirty  operated  animals  with  an  average  pituitary 
weight  of  16.1  mg.  and  twenty-seven  controls  whose  pituitaries  average 
only  14.1  mg.  showing  a  gain  of  14  per  cent  after  operation.  The  curves 
(XI  and  XII,  fig.  6)  by  the  same  grouping  show  a  striking  similarity. 

The  grouping  which  should  probably  be  considered  the  most  conclu- 
sive is  the  one  in  which  the  experimental  animals  were  each  controlled 
by  an  animal  of  the  same  Utter.  The  averages  of  these  are  given  in 
Tables  XXIII  and  XXIV  for  males  and  Tables  XXVII  and  XXVIII 
for  females  and  are  marked  thus  *.  Ten  castrated  males  with  an 
average  pituitary  weight  of  15.2  mg.  are  in  this  way  compared  with 
eight  controls  with  a  corresponding  weight  of  15.6  mg.  which  is  about 
3  per  cent  in  favor  of  the  latter.  The  corresponding  curves  (XIII  and 
XIV,  fig.  7)  do  not  show  a  marked  increase  by  the  castrated  animals 
over  the  controls  but  toward  the  end  of  the  period  it  may  be  noticed 
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tb&i  the  castrated  ftnimflln  are  about  three  weeks  in  advaDce  of  the 
normals  which  indicates  a  distinct  gain. 

In  case  of  the  females  by  this  grouping  (Tables  XXVH  and  XXVIII) 
an  increase  of  25  per  cent  by  the  spayed  is  to  be  seen  from  16.4  mg.  and 
13,1  mg.  for  the  six  spayed  and  five  control  animals  respectively.  A  re- 
verse is  noticed  in  the  curves  (XV  and  XVI,  fig.  8)  from  what  is  shown 
by  the  males  in  the  two  preceding  curves  and  accompanying  this  a 
reverse  in  the  pituitary  weights  as  well. 

These  results  shown  in  the  several  different  groupings  agree  with  the 
conclusions  of  Hatai  for  the  albino  rat  in  that  when  the  body  responds 
■  by  an  increase  in  weight  even  though  slight  the  pituitary  does  not 
^ow  a  compensatory  hypertrophy,  while  on  the  other  hand,  when  the 
animals  which  were  deprived  of  their  sexual  glands  do  not  show  an  over- 
growth there  is  a  distinct,  though  in  no  case  a  very  marked,  increase 
in  the  weight  of  the  pituitary.  The  rabbits  in  this  case  show  more 
of  a  tendency  on  the  part  of  the  females  to  a  hypophyseal  hypertrophy, 
while  in  the  albino  rat  according  to  Hatai  the  marked  hypertrophy  was 
noticed  in  the  males  alone. 

The  question  may  arise  as  to  whether  or  not  the  hypertrophy  might 
not  be  constant  among  those  animals  which  do  show  an  increase  in 
body-weight  as  well  as  among  those  which  do  not,  and  that  by  the  over- 
growth of  the  body  the  hj^pertrophy  of  the  former  is  not  apparent 
when  given  in  milligrams  per  kilo  of  reduced  body-weight.  An  ex- 
amination of  the  data  however  shows  that  this  is  not  the  case,  for  if 
the  gross  weights  of  the  pituitaries  be>  taken  instead  of  the  per  kilo 
weights  the  results  will  be  found  to  be  practically  the  same. 

The  evidence  set  forth  by  former  invest^tors  show  that  in  all  proba- 
bihty  a  hypo-secretion  of  the  pituitary  produces  an  abnormal  accumula- 
tion of  fat,  ptesibly  due  to  lowered  oxidation.  According  to  Hatai  (10) 
if  a  compensatory  growth  of  the  hypophysis  does  not  follow,  as  in  the 
case  after  spa3Tng  of  albino  rats,  the  secretion  of  the  unchanged  gland 
must  be  used  for  two  purposes;  first,  to  replace  the  ovarian  hormone 
and  second  for  tbe  normal  uses  whatever  these  may  be.  Removal  of 
the  sex  glands  thus  seems  in  some  cases  to  overtax  the  normal  pituitary 
with  a  result  similar  to  that  of  hypo-secretion.  In  case  of  hypertrophy 
of  the  gland  there  seems  to  be  no  reaults,  attributable  to  a  decreased 
supply  of  the  secretion,  in  the  form  of  overgrowth  or  obesity.  Semi- 
spaying  in  albino  rats  seems  to  produce  further  evidence  in  support 
of  this  view,  since  this  operation  produces  neither  a  change  in  weight  of 
hjTwphyais  nor  an  increase  in  body-weight.  The  remainii^  ovary  how- 
ever has  been  stated  to  enlarge  to  twice  its  normal  size  and  thus  prob- 
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ably  ctanpensates  for  the  lack  of  secretion  trtHa  the  one  which  was 
removed,  consequently  preventing  the  changes  which  would  follow  if 
this  compenaation  had  to  be  taken  care  of  by  the  hypophysis.  Be  this 
as  it  may,  it  appears  for  the  present  to  offer  a  reasonable  explanation 
for  the  results  obtained  by  comparing  the  growth  curves  with  the 
corresponding  pituitary  averages. 

Erdheim  and  Stumme  (6)  attribute  the  enlargement  of  the  hands  and 
lips  which  are  sometimes  observed  in  pregnancy  to  a  hypersecretion  of 
the  pituitary.  It  seems  reasonable  to  regard  the  hypertrophy  during 
pregnancy  as  an  extra  stimulus  to  growth  which  is  used  in  the  de- 
velopment of  the  embryo,  and  that  the  persistence  after  parturition 
may  serve  as  a  galactagogue  for  the  further  increase  in  growth  of  ihe 
young  after  birth.- 

The  difference  in  the  manaer  in  which  the  pituitary  reacts  to  castra- 
tion and  spaying  in  different  species  and  even  in  t^e  same  species  as 
reported  by  different  observers  may  possibly  be  explained  otherwise 
than  by  assuming  that  some  have  been  mistaken  in  their  conclusions. 
The  gland  may  in  some  cases  be  capable  of  taking  on  an  additional 
amount  of  work,  or  at  other  times  the  generative  glands  might  not 
be  producing  a  secretion  at  the  time  of  removal  which  would  subse- 
quently have  to  be  produced  by  some  other  organ.  Another  explana- 
tion of  the  variations  in  results  might  he  in  the  possibiUty  of  accessory 
particles  of  the  gland  as  reported  by  some  as  having  been  separated 
off  along  the  path  of  develofsnent.  These  accessory  portions  may  re- 
spond by  an  increase  in  activity,  hence  making  it  unnecessary  for  the 
pituitary  itself  to  show  any  change.  In  still  other  species  there  may 
be  no  relation  between  the  hypophysis  and  the  generative  ghtnds. 
Some  writers  as  already  mentioned  favor  the  theory  that  the  generative 
organs  have  an  inhibitory  action  on  the  pituitary  and  when  these  are 
removed  the  pituitary  is  freed  from  this  inhibition,  and  consequent^ 
increases  in  size  and  activity. 

In  regard  to  the  other  organs  which  were  examined  the  uterus  may  be 
mentioned  first.  In  Tables  XXVII  and  XXVIII  the  weights  are  shown 
to  be  0.62  gram  and  1.32  grams  respectively  for  spayed  and  control 
females.  One  of  the  group,  however  (no.  64),  was  apparently  in  heat 
at  the  time  she  was  killed,  and  this  explains  the  unusually  heavy  weight 
of  the  uterus.  Excluding  this  one  the  average  for  the  control  group  is 
0,95  gram  thus  making  the  uterus  of  the  spayed  rabbits  average  35  per 
cent  less  than  for  the  normals. 

As  to  the  heart,  no  effect  can  be  said  to  follow  castration  or  spaying. 
Attention  should  however  be  called  to  the  averages  given  in  Tables 
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XXIII  and  XXVIII  which  show  that  titie  smaller  animals  in  general  have 
a  larger  heart,  in  proportion  to  reduced  body-weight,  than  the  lai^r 
animalfl.  This  has  also  been  mentioned  in  a  previous  report  in  case 
of  the  gaatro-inteatinal  tract  and  gastio-intestinal  contents  (17). 

The  kidney  weights,  free  from  the  capsules  as  given  in  Tables  XXIII 
to  XXVIII,  arc  sli^tly  less  for  operated  than  for  control  animals  <A 
both  sexes.  In  case  of  the  males  this  is  in  accord  with  what  m^ht  be 
expected  because  the  castrated  animals  are  the  heavier,  but  it  does  not 
hold  true  for  the  females  since  the  normals  are  heavier.  The  difference 
however  is  probably  too  small  considering  the  variation  among  individ- 
uals to  justify  any  claim  to  an  effect  following  castration  or  spajoog. 

Weights  for  the  thyroids  are  given  in  Tables  XXIII  to  XXVIII. 
For  females  the  alight  excess  shown  by  the  spayed  animals  is  well 
within  the  limits  of  experimental  error  and  individual  variation.  The 
whole  group  of  normal  males  when  compared  with  the  whole  group 
of  castrated  ftnimRln  shows  about  25  per  cent  in  favor  of  the  fonner, 
but  when  a  comparison  is  made  in  like  manner  between  those  selected 
from  the  same  litters  this  difference  is  reduced  to  less  than  10  per  cent. 
It  is  possible  that  this  apparent  reduction  in  weight  of  the  thyroids 
is  due  to  castration,  but  when  we  notice  that  among  the  normal  males 
this  organ  varies  from  52  grams  to  91  grams  we  find  ourselves  in  doubt 
about  a  definite  conclusion. 

The  results  obtained  by  previous  investigators  as  to  the  effect  tm-  the 
suprarenal  glands  produced  by  castration  and  spaying  in  different  ani- 
mals is  brieSy  summed  up  by  Hatai  (12).  The  results  of  different  ob- 
servers conflict,  but  most  of  tiiem  agree  liiat  the  suprarenals  and  sexual 
glands  are  closely  related  and  Hmt  an  effect  is  produced  on  the  former 
by  Castration  and  spaying.  The  females  of  the  present  experiment  show 
no  effect  except  by  grouping  animals  of  the  same  litters.  In  this  man- 
ner a  gain  of  9  per  cent  is  shown  by  the  spayed  animals.  The  whole 
series  of  castrated  males  show  a  gain  of  20  per  cent  compared  with 
normals,  but  by  selecting  those  of  the  same  litter  for  comparison  this 
difference  is  reduced  to  only  6  per  cent.  By  comparing  the  operated 
animals  of  the  whole  series  with  all  the  controls,  without  regard  to  sex, 
a  gain  of  14  per  cent  is  shown  by  the  operated  animals.  This  oi^an  also 
shows  a  high  degree  of  variation  which  however  is  probably  not  enough 
to  offset  the  apparent  increase  in  size  following  the  removal  of  the 
sexual  glands  especially  in  the  case  of  the  male  rabbits. 

The  thymus  gland,  owing  to  the  lai^e  amount  of  fat  inseparably  con- 
nected with  it,  was  not  weighed. 

An  attempt  was  made  to  we^h  the  pineal  gland  of  each  animal,  but 
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OQ  account  of  its  small  size  and  the  difficulty  of  accurate  diasection  of 
fresh  specimeoB  only  a  few  weights  were  taken. 

The  weights  of  testes  and  ovariee  for  normal  animals  are  recorded  in 
Tables  XXIV  and  XXVIII  respectively. 

No  histological  examination  of  the  tissue  preserved  has  yet  been 
made. 

CONCLUBIONS 

From  the  results  of  the  experiments  described,  the  following  conclu- 
sions for  the  rabbit  may  be  drawn. 

1.  There  is  no  constant  sex  difference  in  the  weight  of  the  hypophysis. 

2.  Neither  males  nor  females  show  a  constant  hypophyseal  hyper- 
trophy following  castration  or  spaying. 

3.  The  females  may  be  regarded  as  showiog  a  more  constant  re- 
sponse by  the  hypophysis  after  spaying  than  is  to  be  seen  among  the 
maljes  after  castration. 

4.  From  the  cmTres  of  growth  corresponding  to  each  group  there  is  a 
constant  relationship  between  the  rate  of  increase  in  body-weight  and 
the  response  of  the  hypophysis  to  castration  or  spaying. 

5.  There  is  less  hypertrophy  of  the  hypophysis  in  those  groups  which 
show  an  increase  in  rate  of  growth. 

6.  In  groups  where  no  effect  can  be  shown  ujwn  the  rate  of  growtti  a 
distinct  hypertrophy  of  the  hypophysis  is  constant  though  in  no  case 
is  it  very  marked. 

7.  A  marked  atrophy  of  the  uterus  follows  removal  of  the  ovaries 
from  females. 

8.  No  change  in  the  weight  of  the  heart  or  the  kidneys  can  be  attrib- 
uted to  castration  or  spaying. 

9.  No  change  can  be  demonstrated  in  the  thyroid  with  the  possible 
exception  of  a  moderate  decrease  in  males  after  castration. 

10.  The  suprarenals  show  no  marked  effect.  In'^he  males  a  tendency 
toward  enlargement  follows  castration,  which  does  not  appear  after 
spaying  females. 

11.  No  conclusions  were  reached  as  to  the  effect  of  castration  or 
spaying  on  the  thymus,  or  pineal  gland. 

It  is  with  a  feeling  of  true  gratefulness  that  I  wish  to  express  in  con- 
clusion my  thanks  to  Prof.  Sutherland  Simpson  for  providing  the  ma- 
terial with  which  this  investigation  has  been  carried  out,  for  his  many 
valuable  suggestions,  and  encouragement  at  all  times. 
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Fig.  1.  Curve  I  (broken  line),  growth  of  ten caatrated males.  Serieal.  Aver- 
f^epituitary  weight  per  kilo  of  R.B.W.  11.7  mg. 

Curve  II  (solid  line],  growth  of  eight  control  males.  Series  I.  Average  pi- 
tuitary weight  per  kilo  of  R.  B.  W.  10.2  mg.    Difference,  14  per  cent. 
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Fig.  2.  Curve  III  (broken  line),  growth  of  twelve  spayed  fem&lea.  Series  I. 
Average  pituitary  weight  per  kilo  of  R.  B.  W.  12.7  mg. 

Curve  IV  (solid  hue),  growth  of  eleven  control  fem&Iea.  Series  I.  Average 
pituitary  weight  per  kilo  of  R,  B.  W.  13.5  mg.    Difference,  6  per  cent. 
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Fig.  6.  Curve XI  (broken  line),  growth  of  thirty  animala  of  bothsexea.  Seriel 
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Curve  XIV  (solid  line),  growth  of  the  eight  control  males.    Series  II.    Aver- 
age pituitary  weight  per  kilo  of  R.  B.  W.  16.6  mg.    Difference,  3  per  cent. 
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Fig,  8.  Curve  XV  (broken  line),  growth  ot  six  spayed  females  controlled  by 
animals  of  the  same  litters.  Series  II.  Average  pituitary  weight  per  kilo  of 
R.  B.  W.  16.4  mg. 

Curve  XVI  (solid  line),  growth  of  the  five  control  females.  Series  II.  Aver- 
age pituitary  weight  per  kilo  of  R.  B.  W.  13.1  mg.    Difference,  25  per  cent. 
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The  earlieet  work  on  the  effect  of  galvaDiam  on  the  blood  waa  done 
as  far  back  as  1824  by  Scudamore  (1)  who  distinguished  clearly  be- 
tween the  effects  at  the  two  poles. 

Healthy  blood  was  portioned  into  two  cupping  glaases.  .  .  .  Thirty  pair 
of  plates,  four  inches  square,  were  mnployed  for  the  galvanic  action.  Immedi- 
ately on  introducing  tl^e  wires,  at  the  negative  one  a  mottled  scum  appeared,  hav- 
ing in  color,  shades  of  green,  red,  and  yellow,  with  a  copious  disengagement  of 
gas.  To  the  positive  wire  was  attached  a  dense  black  coagulum  which,  as  it 
dried,  assumed  the  appearance  of  charcoal.  ...  In  three  minutes  the  gal- 
vanized blood  afforded  a  pellicle,  when  the  other  portion  had  not  begmi  to  coagu- 
late. A  similar  difference  continued;  and  at  the  eicpiration  of  nine  minutes,  the 
galvanised  blood  was  very  much  advanced  in  eoi^pilation,  and  the  other  gave 
only  a  dense  coagulum  from  the  bottom.  . 

Eight  years  later  Benjamin  Phillips  (2)  published  his  findings  on  the 
earhest  apphcation  of  electricity  to  blood  in  circulation.  In  1867  Dim- 
can  and  Fraser  (3)  reported  on  work  done  up  to  that  time,  and  further 
gave  ordinal  cases  and  experiments  on  electrolysis  in  aneurism.  Some- 
what previously  Steinlein  (4),  working  with  egg  white  found  no  change 
when  platinum  electrodes  and  a  weak  current  were  used,  but  found  a 
coagulation  at  the  positive  pole  when  electrodes  of  ozidizable  metals — 
tin,  iron,  copper,  zinc — were  used.  Recently  Runner  (5)  has  sum- 
marized the  cases  of  aneurism  treated  by  wire  and  galvanism  up  to 
1900. 

During  some  preliminary  experiments  we  became  aware  of  the  remark- 
able effect  of  trivalent  atoms  on  the  precipitation  of  egg  white  and  cer- 
tain blood  corpuscles.  Mines  (6)  found  that  egg  white  is  at  once  pre- 
cipitated by  a  simple  trivalent  ion  such  as  lanthanum  (p.  21 1),  and  that 
the  blood  corpuscles  of  Scyllium  canicula  are  at  once  agglutinated  by 
186 
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cerium  chloride  in  a  eolution  of  0.0008  molar,  though  some  agglutina- 
tion is  preaent  with  a  dilution  of  one-tenth  of  this  (pp.  226, 227) .  Much 
higher  concentrations  of  bivalent  magnesium  and  univalent  sodium  are 
necessary  to  produce  any  agglutination.  Consequently  we  determined 
to  make  use  of  wire  of  aluminum,  a  trivalent  metal,  and  to  compare  it 
with  copper,  previously  used  in  coagulation  experiments  by  Cannon, 
and  with  iron  originally  used  in  wiring  aneurisms. 

The  object  of  this  study  then  was  to  determine  quimtitatively  the 
effect  of  the  three  metals  on  the  coagulation  time  of  blood,  and  to  d^ 
termine  the  effect  of  the  electric  current  as  it  passed  into  and  through 
blood  from  the  wire  as  a  positive  pole. 

The  method.  The  method  was  that  devised  by  Cannon  and  Men- 
'  denhall  (7)  modified  to  suit  the  requirements  of  the  experiment.  The 
recording  device  consisted  of  a  lever  whose  long  arm  wrote  on  a  slowly 
moving  kymograph  directly  above  an  electromagnetic  time  signal. 
On  the  short  arm  of  the  lever  hung  the  wire  which  dipped  into  the  blood. 
The  lever  was  so  balanced  that  the  short  arm  plus  the  copper  wire 
exceeded  the  long  arm  by  about  30  mgm.  Special  we^hta  were  used 
when  the  aluminum  and  iron  wires  (of  the  same  gauge)  were  employed 
so  that  the  short  arm  still  exceeded  the  long  arm  by  30  mgm.  Another 
lever  of  sufFcient  weight  rested  across  the  long  arm  to  prevent  its  ris- 
ing except  at  the  proper  moment,  and  this  second  lever  was  lifted  by  a 
simple  pulley  device,  and  checked  by  an  equally  simple  device.  This 
modification  was  suggested  in  part  by  Mendenhall. 

Preliminary  experiments  showed  the  evolution  of  gas  at  the  negative 
pole  as  spoken  of  by  Scudamore.  To  separate  the  poles  so  that  the 
phenomena  would  be  distinct,  an  addition  was  made  to  the  tube  and 
cannula  employed  by  Cannon  and  Mendenhall.  This  addition  consisted 
of  a  short  rubber  connection  which  joined  the  small  end  of  the  original 
cannula  to  one  end  of  a  abort  TJ  made  of  the  same  glass  as  the  cannulas, 
then  another  longer  rubber  connection  which  joined  the  other  end  of  the 
U  to  a  second  cannula.  The  blood  was  drawn  through  the  second 
cannula  and  was  permitted  to  flow  through  the  tubes  until  the  proper 
amount  was  present  in  the  original  cannula.  If  a  current  was  to  be 
used,  the  second  cannula  was  removed  to  allow  eaay  escape  of  the  gas 
evolved  at  the  negative  electrode.  This  negative  electrode  was  a 
simple  steel  needle  soldered  to  copper  wire,  and  was  passed  through  the 
second  rubber  connection  just  above  the  glass  of  the  U-tube. 

Electricity  was  drawn  from  a  direct-current  lighting  circuit,  and  the 
amount  Sowing  was  easily  controlled  by  a  riieostat.  From  the  posi- 
tive post  of  the  rheostat,  the  current  flowed  through  a  voltmeter,  cali- 


d  by  Google 


.   B.   STEBN 


brated  to  read  also  under  the  conditionB  of  the  experiment  in  milli- 
ampereB.  Thence  the  current  passed  through  a  pole  changer,  to  the 
fulcrum  of  the  recording  lever,  through  the  lever  itself  to  the  wire  at 
its  short  end.  This  contact— lever  to  wire — was  necessarily  a  loose 
one,  and  it  was  improved  at  first  by  amalgamation.  This,  while  satis- 
factory for  the  copper,  was  not  for  the  aluminum,  but  later  the  con- 
tact was  satisfactorily  established  by  the  presence  of  a  drop  of  Ringer's 
solution.  The  current  then  flowed  through  the  wire  into  the  blood  in 
the  original  cannula,  through  blood  in  the  constricted  neck  of  the  can- 
nula (where  considerable  resistance  was  (^ered),  through  the  blood  in 
the  tube  to  the  negative  electrode  previously  described.  From  here  the 
course  was  through  the  pole  changer  to  the  negative  post  on  the  rheo- 
stat. In  all  the  results  used  in  this  paper,  if  current  was  flowing  at  all, 
it  was  ccmstant — kept  so  by  manipulation  of  the  rheostat  if  necessary. 

Belgian  hares,  all  of  the  same  stock,  were  used  because  the  coagula- 
tion time  of  their  blood  was  known  to  be  longer  than  that  of  cats. 
They  were  anesthetized  by  urethane,  2.5  grams  per  kilo  of  body  weight. 
Blood  was  drawn  from  the  right  femoral  artery,  just  below  the  deep 
femoral  branch.  Other  details,  as  of  temperature,  were  carried  out 
according  to  the  directions  of  Cannoii  and  Mendenhall. 

For  the  first  half  minute,  required  to  draw  the  blood  and  prepare  the 
apparatus,  the  conditions  were  nearly  constant.  Consequently  for  the 
more  accurate  comparison  of  the  effect  of  the  various  factors  this  half 
minute  was  subtracted  in  each  case  from  the  actual  coagulation  time. 
This  allowed  the  first  record  in  each  case  to  be  taken  to  prove  that  con- 
ditions were  satisfactory.  If  current  was  used  it  was  turned  on  as  soon 
as  possible  after  this  test  record^ — practically  coincidentally. 

Experimental  resMlis.  The  figures  given  are  only  those  where  the 
technique  was  unquestioned,  and  come  from  the  nineteen  last  experi- 
ments of  the  series.  Practically  as  many  more  earher  preliminary 
experiments  were  performed. 

The  first  figures  are  arranged  to  show  a  comparison  between  copper, 
aliuninum  and  iron,  when  they  were  used  in  the  ordinary  way  without 
the  ptassage  of  current. 


Copper. . . 
Aluminum 
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In  only  two  observations  did  the  coagulation  take  longer  with  alu- 
minum than  with  copper  in  the  same  blood. 

In  only  two  experiments  of  the  nineteen  was  the  average  coagulation 
time  with  aluminum  as  great  as  with  copper.  In  all  other  experiments 
the  average  clotting  time  with  copper  was  definitely  and  consistently 
greater.    Iron  seemed  to  act  rather  like  copper  than  like  aluminum. 

The  average  coagulation  time  with  aluminum  (5.3  minutes)  was  re- 
duced from  the  average  with  copper  (9.6  minutes),  when  no  current  was 
passing,  by  45  per  cent. 

The  use  of  deciricity.  The  rheostat  supplied  between  35  and  40 
volts.     Owing  to  the  high  resistance  (lai^ely  due  to  the  constriction 


Fig.  1.  Experiment  32.  Factors  affecting  coagulation  time  of  blood.  The 
influence  of  certain  metala  and  the  electric  current.  A  series  of  coagulation 
times  under  different  conditions,  x,  Blood  drawn.  .  Current  on.  Time  in  half 
minutes.  9,  Aluminum  wire,  1  milliampere,  time  1.5  minutes.  10,  Copper  wire 
1  milliampere,  time  2.0  minutes.  11,  Aluminum  wire,  no  current,  time  4.5  min- 
utes.   It,  Copper  wire,  no  current,  time  6  minutes. 

at  the  neck  of  the  original  cannula),  the  current  flowing  was  1  milli- 
ampere under  a  pressure  of  10  volts.  At  other  times  the  rheostat  sup- 
plied 70  to  80  volts,  and  the  current  flowing  was  2  milliamperes  under 
20  volts  pressure.  The  figures  immediately  following  show  the  effect 
of  the  passage  of  1  milliampere  of  current  when  copper  wire  was  used  as 
the  positive  pole. 
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Id  do  experiment  was  the  cosgulatioD  time,  with  the  curreDt  passing, 
as  loDg  as  the  copulation  time  without  current. 

The  average  c'OE^uIation  time  with  a  current  of  1  milliampere  pass- 
ing through  copper  wire  waa  reduced  from  the  average  time  of  copper 
without  current  by  70  per  ceDt  (see  fig.  1). 

When  aluminum  wire  was  used  in  place  of  copper  wire,  the  coagula- 
tion times  were  shorter,  but  the  percentage  reduction  was  f^out  the 


Aluminum.. 
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The  average  coagulation  time  with  a  current  of  1  milliampere  pass- 
ing through  aluminum  was  reduced  from  the  average  time  of  aluminum 
without  current  by  74  per  cent. 

When  2  milliamperes  of  current  passed  instead  of  one,  the  coagulation 
.  time  was  reduced  still  more.     With  copper  the  figures  were  as  follows: 
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The  average  clotting  time  with  a  curreut  of  2  milUamperes  passing 
through  copper  waa  reduced  from  the  average  time  of  copper  without 
current  by  80  per  cent. 

If  aluminum  replaced  the  copper,  and  the  same  amount  of  current 
was  used — 2  milliamperes — the  coagulation  time  was  shorter,  and  the 
percentage  reduction  almost  equalled  that  with  copper. 
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The  average  coagulation  time  with  2  millianiperes  passing  through 
alumintiin  wae  reduced  from  the  average  time  of  aluminum  without  cur- 
rent by  81  per  cent.  With  the  present  arrai^emeiit  of  the  apparatus, 
owing  to  the  resistance  imposed  lai^ly  by  the  constriction  at  the  neck 
of  the  original  cannula,  it  was  impossible  to  use  greater  amounts  of 
current  than  2  milliamperea.  The  use  of  1  milliampere  reduced  the 
average  clotting  time  with  copper  70  per  cent,  with  alumioum  74  per 
cent;  the  use  of  2  milliamperes  reduced  the  average  clotting  time  with 
copper  80  per  cent,  with  aluminum  81  per  cent. 

It  is  of  interest  to  study  the  effect  of  the  use  of  two  factors  causing 
reduction  in  clotting  time — aluminum  and  current,  as  compared  with 
copper  without  the  passage  of  current. 
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The  percent^e  reduction  of  the  average  clotting  time  under  these 
circumstances — the  use  of  aluminum  and  2  milliamperes — from  the 
average  time  of  copper  without  current  was  90  per  cent. 

The  effect  of  the  current,  1  milliampere,  passing  through  the  soft  iron 
wire  was  unexpected  in  view  of  the  previous  use  of  iroo  wire  in  electroly- 
sis in  aneurisms. 
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In  every  case  except  two  no  clot  was  recorded  at  the  end  of  twenty 
minutes.  The  observation  was  then  discontinued,  the  cannula  exam- 
ined, and  sometimes  a  small  clot  was  found,  sometuues  not.  In  the 
two  cases,  the  clotting  times  were  16  and  0  minutes.  In  the  hitter  case, 
the  two  times  without  current  were  5.5  and  7.0  minutes,  and  a  second 
observation  with  current  ran  over  twenty  minutes. 

Theaverage  coagulation  time  when  1  milliampere  was  passing  throu);^ 
iron  was  increased  over  the  average  time  with  iron  and  no  current  by 
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at  least  125  per  cent—how  much  more  oaimot  be  told  from  the  present 
figiures. 

An  observation  of  interest  in  connection  with  the  use  of  iron  and  cur- 
rent is  the  dark  coloration  of  the  blood  in  the  cannula  about  the  wire. 
This  color  increased  and  deepened  as  time  ran  on  until,  at  the  end  ot 
the  twenty  minutes,  it  was  approaching  black. 

By  using  certain  of  the  above  figures,  further  comparison  may  be 
made  between  the  eflfects  of  copper  and  aluminum. 


c.„„r 

^^ 

^«»« 

'"-" 

None 

1  milliampere 

2  milliampereH 

9.6 
2.9 
l.fl 

5.3 
1.4 
1.0 

4fi 

52 
47 

The  average  reduction  in  coagulation  time  caused  by  the  use  of  alumi- 
num instead  of  copper  under  varied  conditions  of  current  flow  was  48 
per  cent. 

A  matter  of  considerable  importance  arises  in  the  kind  of  clot  pro- 
duced by  the  metals  with  and  without  electricity.  Id  the  case  of  iron 
the  clots  under  both  conditions  were  like  those  caused  by  the  presence  of  a 
fore^  body  in  blood.  In  the  case  of  copper  normal  clots  were  found 
when  no  current  was  used,  but  with  the  current,  the  tendency  was 
toward  a  small  brittle  charred  clot,  especially  with  the  greater  current. 
In  all  cases  with  aluminum  the  clot  was  considerably  greater  in  amount, 
especially  with  current,  and  never  charred.  The  consistency  was  dif- 
ferent from  that  of  the  normal  clot — was  more  like  a  gelatin,  some- 
what friable.    The  clot  did  not  darken  in  color. 

A  single  experiment  was  performed  which  is  capable  of  quantitative 
development.  Blood  was  drawn  into  a  well  vaselined  vessel,  so  that  at 
the  end  of  forty-five  minutes  it  had  not  clotted.  Into  such  blood,  at 
different  times  aluminum^  copper  and  iron  wires  were  plunged,  and  2 
milliamperes  of  current  passed  through  them  as  positive  poles.  At  the 
end  of  twenty  minutes,  practically  no  clot  had  formed  about  the  iron 
wire;  a  small  amount,  somewhat  charred,  about  the  copper  wire;  and 
a  considerable  amount  of  gelatinous  clot  of  good  color  about  the  alu- 
minum wire.  Such  results  suggest  the  use  of  a.suitable  aluminum  wire 
in  the  treatment  by  galvanism  of  aneurisms  that  are  anatomically 
favorable. 


d  by  Google 


BLOOD  COAG1JLA.TION 


When  the  wire  used  in  the  Cannon-Mendeuhall  method  is  aluminum 
instead  of  copper,  the  coagulation  time  of  blood  of  Belgian  hares  is 
reduced  48  per  cent. 

When  the  wire  is  used  as  a  positive  pole  and  1  milliampere  of  elec- 
tricity is  paasing,  the  coagulation  time  is  reduced  70  to  74  per  cent. 

When  2  milliamperes  are  passing,  the  coagulation  time  is  reduced 
80  to  81  per  cent. 

When  the  wire  is  aluminum  instead  of  copper  and  2  milliamperes  are 
flowing  the  coagulation  time  is  reduced  00  per  ceat. 

When  the  wire  is  iron  instead  of  copper  or  aluminum,  the  passage  of 
1  milliampere  of  current  causes  an  increase  in  ccagulatioa  time  of  more 
than  125  per  cent — how  much  more  was  not  determined. 

Under  most  conditions,  but  especially  with  current,  the  clot  about  the 
aluminum  wire  is  greater  in  amount,  and  more  normal  in  color  than  the 
clot  about  the  copper. 

My  most  sincere  thanks  are  due  to  Dr.  W.  B.  Cannon  for  his  personal 
interest,  help,  and  inspiration. 

My  thanks  are  due,  too,  to  Mr.  G.  P.  Allen  who  assisted  me  tlirou^- 
out  these  experiments  with  skill. 
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In  a  previous  paper  (1)  the  authors  have  described  experiments  in 
which  stimulation  was  applied  to  afferent  paths,  singly  and  simul- 
taneously, to  observe  the  effect  upon  the  blood  pressure.  It  was 
found  that  the  stimulation  of  two  paths  at  the  same  thne  may  be  more 
efEcient  than  the  employment  of  either  of  these  paths  alone  to  ehcit 
vasomotor  reactions.  The  summation  of  depressor  (or  excito-dilator) 
effects  was  sometimes  noted,  while  with  stronger  stimuh  pressor  sum- 
mations were  often  obtained.  The  degreeof  summation  was  moderate 
and  it  seemed  more  to  be  relied  on  when  the  nerves  chosen  for  simul- 
taneous stimulation  were  situated  in  remote  parte  of  the  body> 

The  experiments  now  to  be  reported  are  upon  the  vasomotor  effects 
secured  by  stimulating  two  nerve-paths  of  which  one  was  always  the 
central  vagus.  This  trunk,  in  the  cat,  usually  contains  the  fibers 
which  have  the  depressor  property  in  the  highest  degree — those  which 
are  regarded  as  constituting  Ihe  depressor  nerve.  We  have  pubUshed  a 
study  of  the  vasomotor  responses  obtainable  from  the  central  end  of  the 
VE^IUS  with  measured  intensities  of  stimulation  (2).  It  has  been  our 
impression  that  two  thresholds  are  crossed  as  the  stimuh  apphed  to  the 
vagus  are  progressively  increased  in  power:  the  first  is  the  threshold 
of  the  'mild'  (excito-dilator)  reaction  while  the  second  ushers  in  the  true 
depressor  phenomenon.  By  this  we  understand  a  strong  inhibition 
of  the  vasoconstrictor  center.  The  mild  reaction  entails  a  lowering  of 
blood  pressure  not  often  exceeding  15  per  cent,  with  a  tendency  to  re- 
covery during  the  continuance  of  the  stimulation.  The  full  depressor 
response  is  manifested  by  a  fall  of  pressure  amounting  to  30  per  cent  or 
more  and  there  is  little  sign  of  rallying  even  during  several  minutes' 
stimulation. 

When  a  peripheral  nerve  other  thaathe  vagus  is  subjected  to  increas- 
ing stimulation  we  have  again  evidence  that  two  thresholds  are  suc- 
cessively surmounted  (Martin  and  Lacey,  (3) ) .  Weak  stimuli  produce 
a  faU  of  pressure  approximately  similar  to  that  secured  from  the  vagus 
194 
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while  at  about  the  same  level  at  which  the  vagua  begins  to  give  the  full 
depressor  response  moat  other  nerves  begin  to  evoke  a  rise  of  pressure. 
The  simplest  explanation  has  seemed  to  be  that  the  lower  threshold 
in  both  cases  is  that  of  the  vasodilator  mechaniBro  while  the  higher  one 
is  that  of  tiie  vasoconstrictor  center.  It  is  assumed  that  this  center 
may  be  influenced  in  the  direction  either  of  inhibition  or  excitation  and 
that  the  requisite  stimuli  for  producing  the  two  effects  are  of  the  same 
order  of  intensity. 

Procedure.  The  cats  were  anesthetized  with  urethane,  ether  being 
used  occasionally  to  deepen  the  narcosis.  This  was  seldom  necessary. 
Both  vagi  were  cut.  Stimulation  was  applied  to  the  nerves  by  means  of 
platinimi  electrodes  in  glass  tubes,  a  modification  of  the  Sherrington 
electrodes  devised  by  Martin.  For  the  simultaneous  stimulation  of 
two  nerves  two  calibrated  induction  coils  were  uaed.  The  secondary 
circuits  were  independent  while  the  primary  coils  were  in  series  upon 
one  cu-cuit.  This  common  primary  circuit  was  interrupted  by  Mar- 
tin's mercury  key  (4)  actuated  by  a  crank  on  a  motor-driven  shaft. 
The  primary  current  was  sometimes  of  0.1  ampere,  sometimes  of  0.2 
or  0.3.  The  rating  of  the  shocks  in  the  Z-units  of  Martin  (5)  could  be 
found  at  any  time  by  the  use  of  calibration  tables.  The  rate  of  inter- 
ruption was  about  8  to  12  per  second.  Both  make  and  break  shocks 
were  allowed  to  take  effect,  polarization  being  thus  minimized.  The 
nerve  most  often  used  with  the  vagus  was  the  peroneal. 

Reaidts.  The  summations  with  which  we  have  had  to  deal  have  been 
sometimes  algebraic  and  sometimes  arithmetical.  That  is  to  say,  we 
have  sometimes  had  to  do  with  antagonisms  and  sometimes  with  rein- 
forcements. The  reinforcements  present  the  simpler  condition  and  may 
first  be  discussed.  At  one  time  or  another  we  have  seen  the  reaUza- 
tion  of  ahuost  every  theoretical  possibility.  For  example,  we  have  the 
case  in  which  stimulation  of  the  vagus  with  a  certain  current^etrength 
leads  to  a  mild  fall  of  pressure  while  stimulation  of  the  peroneal  with 
an  appropriate  current  causes  a  fall  of  the  same  order.  Under  such 
conditions  we  have  found  that  the  fall  of  pressure  following  simul- 
taneous stimulation  of  the  two  nerves  with  the  same  current  as  before 
may  be  just  about  the  sum  of  the  two  separate  depressions. 

An  ejcample  of  this  ideal  depressor  summation  may  be  given.  A 
stimulus  rated  at  195Z  applied  to  the  vagus  gave  a  drop  of  8  per  cent 
(a  mild  type  of  reaction).  A  stimulus  rated  at  406Z  applied  to  the 
peroneal  reduced  the  pressure  by  12.5  per  cent.  When  the  same  stimu- 
lation as  before  was  given  both  to  the  vagus  and  to  the  peroneal  at  one 
time  the  resulting  fall  of  pressure  was  20.6  per  cent.     The  combination 
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haa  a  magnitude  hardly  ever  reached  with  nerves  other  than  the  vagas 
and  is  in  the  border  region  between  the  mild  and  the  profound  reactiouB 
AS  exhibited  with  that  nerve.  In  another  case  the  following  summation 
was  recorded : 

Stimulua  to  peroaeal  457Z,  drop 10  per  cent 

Stimulus  to  vague  450Z,  drop 22  per  cent 

Both  together,  same  stimuli,  drop 29  per  cent 

Here  the  united  effect  falls  short  of  the  sum  of  the  two. 

In  a  few  instances  the  depression  produced  by  stimulating  the  two 
nerves  at  once  was  in  excess  of  the  sum  of  the  separate  pressure  reduc- 
tions.   For  example,  we  have  the  following: 

Stimulus  to  peroneal  406Z,  drop 12. fi  per  cent 

Stimulus  to  VBguH  1B5Z,  drop 6.0  per  cent 

Both  together,  same  stimuli,  drop 28.0  per  cent 

Here  the  vagus  effect  by  itself  is  clearly  of  the  mild  type  while  the  com- 
bined approaches  the  full  depressor  character. 
A  tracing  here  reproduced  (fig.  1)  shows  a  depressor  summation  on  a 
scale  of  unusual  magnitude.  The 
animal  was  an  exceptional  one  in 
that  stimulation  of  the  sciatic  nerve 
gave  pronounced  lowering  of  the 
blood  pressure  and  that  no  reversal 
of  effect  {pressor  reaction)  was  ob- 
tained from  this  nerve  with  the 
greatest  intensity  of  stimulation. 
In  the  record,  36  is  the  response 
to  simultaneous  stimulation  of  the 
vagus  (1700Z)  and  the  sciatic 
(2460Z).  The  faU  is  42.5  per  cent. 
No.  39  is  a  check  on  36;  the  faU  is 
39  per  cent.  No.  87  is  ihe  response 
to  sciatic  stimulation  alone  (2460Z) ; 
the  pressure  falls  29  per  cent.  At 
38  the  vagus  alone  was  stimulated 
Fig.i.  (I700Z)  and  the  faU  was  20  per 

cent. 
We  must  now  consider  the  summation  effects  obtainable  when  the 
separate  effect  from  the  leg  nerve  is  a  rise  of  pressure.    There  are  two 
distinct  opportunities  for  investigation :  the  pressor  reaction  may  be 
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matched  against  the  mild  lowering  of  pressure  secured  by  weak  exci- 
tation of  the  vagus  or  it  may  be  attempted  when  the  vagus  stimulation 
is  strong  enough  to  induce,  by  itself,  the  typical  depressor  response. 
Id  the  former  combination  we  have  fouud  that  the  fall  of  pressure  can 
be  converted  to  a  rise. 

Bayliss  (6)  long  ago  (1893)  reported  the  possibility  of  antagonizing 
the  depressor  in  the  rabbit  by  strong  stimulation  of  another  afferent 
nerve.     His  study  was  qualitative  in  character  but  he  states  that  with 


Fig.  2. 

properly  chosen  strengths  of  stimulation  he  found  it  possible  to  obtain 
a  neutralization  of  effects  and  to  hold  the  blood  pressure  undisturbed  at 
its  original  level. 

We  may  say  with  equal  truth  that  a  rise  of  pressure  can  be  converted 
to  a  fall.  Attention  may  be  called  to  the  following  series  of  results, 
obtained  in  trials  in  which  a  constant  peroneal  (pressor)  stimulation 
was  opposed  by  vagus  stimulation  of  increasing  intensity.  (The  trac- 
ing for  the  second  part  (nos.  26-33)  is  reproduced,  figure  2.)  The 
tabulation  is  below. 
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PeroDcal,  (I90Z,  vagua,  223Z,  pressure  riaes 34.5  per  cent 

Peroneal,  990Z,  v^ua,  285Z,  preBBure  riies 32.0  per  cent 

Peroneal,  QQOZ,  vagua,  400Z,  preaaure  risea 14. S  per  cent 

Peroneal,  990Z,  vagua,  554Z,  pressure /alls 21.0  per  cent 

Again: 

(26)  Peroneal,  S70Z,  preaaure  riaea 24.0  per  cent 

(27)  Peroneal,  670Z,  vagua,  126Z,  preaaure  rises 25.0  per  cent 

(28)  Peroneal,  670Z,  vagus,  180Z,  pressure  rises 24.0  per  cent 

(29)  Peroneal,  670Z,  vagus,  223Z,  pressure  rises 19. S  per  cent 

(30)  Peroneal,  670Z,  vagua,  26fiZ,  pressure /aU«...... 7.0  per  cent 

(31)  Peroneal,  670Z,  vagus,  400Z,  pressure /oJb 32.6  per  cent 

(32)  Vagua  stone,  400Z,  pressure /oUa 20.6  per  cent 

(33)  Peroneal  alone,  670Z,  pressure  rises 30.0  per  cent 

Here  we  see  the  vagua  asserting  its  full  power  to  depress  the  blood 
pressure  in  spite  of  a  simultaneous  application  of  a  pressor  stimulus 
which  by  itself  proved  highly  effective  at  the  close  of  the  experiment. 
We  have  observed  repeatedly  that  if  we  calculate  the  ratio  between 
the  stimulus  applied  to  the  vagus  and  that  applied  to  the  leg  nerve  when 
the  result  is  a  neutralization  of  one  reaction  by  the  other,  the  value 
obtained  is  roughly  constant.  For  instance:  a  stimulus  to  the  vagus 
rated  as  400Z  offset  the  influence  of  a  stimulus  to  the  peroneal  rated 

as  990Z.    The  ratio  j-rrr  is  equal  to  2.48.    Later  in  the  same  experiment 

a  vagus  stimulus  described  as  265Z  counterbalanced  670Z  on  the 

peroneal.    The  ratio   r--   is  equal  to    2.53.    Ratios  frwn  another 

Joo 
experiment  may  be  given  in  tabular  form ; 

13Q0Z  on  the  peroneal  balances  llOOZ  on  the  vagus Ratio,  1.18 

940Z  on  the  peroneal  balances    960Z  on  the  vagua Ratio,  0.98 

7dOZ  on  the  peroneal  balances    770Z  on  the  vagus Ratio,  0.98 

554Z  on  the  peroneal  balances    558Z  on  the  vagus Ratio,  0.90 

The  fact  that  these  ratios  are  close  to  unity  has  no  significance.  We 
have  not  taken  into  account  the  unequal  resistances  of  the  two  nerves. 
For  the  same  reason  we  cannot  institute  comparisons  between  data 
secured  in  different  experiments.  Neither  is  it  strange  that  in  any  one 
experiment  the  constancy  of  the  ratio  is  eventually  lost,  for  a  decline 
in  the  condition  of  the  two  nerves  and  their  connections  is  to  be  ex- 
pected. The  one  which  is  first  to  show  a  rising  threshold  will  naturally 
cease  to  interact  with  the  other  upon  the  original  footing.    The  signifi- 
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cant  thing  is  that  even  under  temporary  and  favoring  conditions  the 
ratio  should  be  demonstrable  at  all. 

It  remains  for  us  to  speak  of  the  results  observed  when,  we  have  at- 
tempted to  convert  a  full  depressor  reaction  into  a  rise  of  pressure. 
When  we  apply  to  the  vagus  a  stimulus  strongenough  to  give  a  maximal 
lowering  at  both  the  b^;imung  and  the  conclusion  of  a  series  of  trials  we 
find  that  we  can  lessen  the  vagus  effect  and  at  last  make  it  insignifi- 
cant  by  the  simultaneous  application  of  powerful  pressor  stimulation. 
The  interesting  fact  is  that  we  cannot  transform  it  into  a  rise.  Con- 
sider the  following  figures: 

V&gus  by  itself,  668Z,  preaaure  f&lle 45  per  cent 

Peroneal,  125Z,  and  vagus,  5S8Z,  pressure  falls 43  p«r  cent 

Peroneal,  265Z,  and  vagus,  55SZ,  pressure  falls 41  per  cent 

Peroneal,  554Z,  and  vagus,  S58Z,  pressure  falls 3S  per  cent 

Peroneal,  940Z,  and  vagus,  558Z,  pressure  falls 30  per  cent 

(There  was  a  recovery  witbin  the  period  of  stimulation  until  the  final  level  was 
only  12^  per  cent  below  the  initial.) 

Peroneal,  1300Z,  and  vagus,  5S8Z,  pressure  falls 16.5  per  cent 

(There  was  a  recovery  of  the  initial  level  but  no  rise  above  it  within  the  period 
of  stimulation.)         ■ 

Peroneal,  1600Z,  and  vagus,  5fi8Z,  pressure  falls 8  per  cent 

(Again  there  was  recovery  of  the  initial  level  but  no  rise  above  it.) 
Peroneal,  1800Z,  and  vagus,  55SZ,  pressure  practically  unchanged 
Peroneal,  1800Z,  without  the  vagus,  presaure  rtaes ., ..  24  per  cent 

Figure  3  shows  the  type  of  record  just  described.  At  38  the  vagus 
alone  is  stimulated  (430Z).  The  fall  is  36  per  cent.  In  each  of  the 
following  trials,  through  45,  the  same  strength  of  stimulation  is  appUed 
to  the  vagus.  Simultaneous  stimulation  of  the  peroneal  is  as  follows: 
No.  39,— 125Z;  No.  40,— 265Z;  No.  41,— 554Z;  No.  42,— 940Z;  No. 
43,— 1300Z;  No.  44,-16002;  No.  45,— 1800Z.  The  depression  pro- 
duced by  the  vagus  is  annulled  by  these  strong  peroneal  stimulations 
but  there  is  no  appearance  of  an  actual  elevation.  No.  46  is  the  pressor 
response  to  peroneal  stimulation  (1300Z) ;  the  rise  is  20  per  cent.  (It  is 
to  be  noted  that  the  pressure  falls  after  each  of  the  combined  stimula-  - 
tions,  41-45.  The  attention  for  the  present  is  to  be  fixed  on  the  period 
of  stimulation  and  not  on  the  after  efTect.) 

It  is  manifest  from  this  and  other  cases  that  the  strong  stimulation 
of  the  leg  nerve  simultaaeously  with  the  vagus  limits  the  duration  of 
the  depressor  efiect.  It  may  entirely  counteract  that  effect  also  but 
we  have  not  seen  the  pressor  dominant  over  the  depressor  in  any  in- 
stance which  could  be  regarded  as  trustworthy.     In  rare  cases  where 
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such  a  reversal  has  seemed  to  ap[>ear  a  diminiBhiiig  irritability  of  the 
vagus  or  its  central  cooiiectioas  was  found  to  have  been  present. 

A^ter  effe^  of  atitmiiaiion.  Stimulation  was  usually  apphed  for 
periods  of  thirty  seconds.  In  most  cases  the  maximum  change  of 
blood  pressure  which  can  be  looked  for  is  recorded  within  this  interval. 
But  attention  is  to  be  called  to  an  interesting  exception.  This  is  noted 
when  strong  stimulation  of  the  vagus  is  balanced  by  strong  stimulation 
of  another  nerve.  The  reaction  during  the  period  of  excitation  may  be 
a  small  fall  of  pressure,  as  already  indicated  or  in  some  cases  a  pre- 
liminary larger  fall,  followed  within  the  period  of  stimulation  by  re- 


Fig.  3. 

covery.  When  stimulation  is  discontinued  in  such  instances  it  is 
commonly  observed  that  the  pressure  drops  considerably  more  than  it 
bad  previously.  Within  another  thirty  seconds  it  returns  to  an  average 
level.  In  other  cases  where  the  effect  during  stimulation  is  a  small  or 
moderate  rise  a  reversal  may  follow,  the  pressure  dropping  far  below 
the  average  value. 

DISCUSSION 

Depressor  Summaiion.  We  have  described  above,  experiments  in 
which  we  applied  to  the  central  vagus  and  another  afferent  nerve, 
simultaneous  stimulations  of  such  intensity  as  in  either  case  alone  to 
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give  mild  (excito-dilator)  depressions.  In  comparison  with  similar 
experiments  in  which  two  afferent  nerves,  exclusive  of  the  vagus, 
were  employed,  the  striking  difference  was  the  much  greater  degree  of 
depressor  summation  obtainable  with  the  inclusion  of  the  vagus.  Evi- 
dently the  vagus  is  not  precisely  equivalent  to  other  sensory  nerves; 
or,  to  put  the  point  in  another  way,  the  mild  depression  observed  when 
the  vagus  is  moderately  stimulated  does  not  correspond  in  all  respects 
with  the  mild  depressions  obtained  under  similar  conditions  from  exci-  ' 
tation  of  other  nerves.  The  difference  that  at  once  suggests  itself  is 
that  in  the  background  of  the  ordinary  sensory  nerve  are  fibers  whose 
excitation  will  ant^^nize  the  depressor  response,  whereas  the  corre- 
sponding fibers  of  the  vagus  instead  of  antagonizing  will  accentuate  it. 
The  fact  that  summation  is  possible  shows  that  the  two  nerves  together 
act  more  potently  on  the  central  mechanism  than  cither  alone.  Where 
both  contain  pressor  fibers,  it  ia  conceivable  that,  although  these  fibers 
are  not  clearly  competent,  their  combined  action  may  nevertheless 
limit  depressor  summation  to  the  moderate  amount  previously  reported 
by  us. 

We  have  thought  of  the  pressor  mechanism  as  having  a  much  higher 
threshold  than  the  depressor;  we  need  to  bear  in  mind,  however,  that 
the  threshold  of  reversal  from  depresssor  to  pressor  reaction  is  prob- 
ably higher  than  the  actual  threshold  of  the  pressor  mechanism,  for 
before  a  depressor  reaction  can  be  changed  to  a  pressor  iu  the  presence 
of  continuous  depressor  excitation  a  degree  of  activity  considerably 
above  the  threshold  must  have  been  attained.  There  would  seem  to  be 
no  reason  why  with  stimuli  approaching  the  reversal  point  we  might 
not  have  enough  pressor  activity  to  serve  as  a  basis  for  summation, 
even  though  not  enough  to  counteract  the  depressor  reaction.  With 
the  vagus  forming  one  of  the  nerves  used  in  evoking  summed  responses 
the  depressor  responses  are  summated  but  there  is  no  corresponding 
summation  of  pressor  influences.  Rather,  any  that  may  be  present 
in  the  ordinary  nerve  excited  are  neutraUzed  by  the  vagus.  Full  scope 
is  therefore  given  for  the  development  of  marked  depressor  reactions. 
The  case  cited  by  us  in  figure  1,  where  the  pressor  infiuence  of  the 
sciatic  nerve  was  apparently  in  abeyance,  illustrates  the  same  point 
more  emphatically.  In  this  instance,  because  there  was  no  pressor 
tendency,  much  stronger  stimuh  could  be  apphed  than  was  usually 
possible  in  these  experiments  (1).  The  depressor  summations  ob- 
tained were  correspondingly  more  pronounced. 

Summation  of  anfagonialic  influences.     When  afferent  nerves  othelf 
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tii&a  tiite  vagus  are  strongly  excited  pressor  reactions  are,  as  a  rule, 
to  be  obtained.  We  have  shown  that  these  can  be  successfully  antag- 
onized by  suitable  vagus  excitations.  Scrutiny  of  the  conditions  of 
antagonism  brings  out  strongly  the  remarkable  oonstanoy  of  operation 
of  what  is  thought  of  as  an  exceedingly  complex  mechanism.  W.  T. 
Porter  (1910)  (7)  has  previously  emphasized  this  constancy  of  vaso- 
motor responses.  Under  ordinary  experimental  conditions  the  mecfaan* 
ism  must  be  pictured  as  in  an  equilibrium  which  includes  a  fairly  steady 
vigor  of  discharge  of  vasomotor  impulses;  these  establishing  the  con- 
dition that  we  describe  as  vasomotor  tone.  Afferent  stimulation  dis- 
turbs this  equiUbrium;  either  upward  or  downward  according  to  the 
nature  of  the  stimuli.  Our  experiments  show  that  a  disturbance  up- 
ward can  be  neutralized  by  a  suitable  depressor  influence,  and  further- 
more, that  the  streogtii  of  depressor  stimulation  necessary  for  its  neu- 
tralization bears,  in  any  experiment,  a  fixed  ratio  to  the  strength  of  the 
excitation  by  which  the  elevation  of  tone  was  brought  about.  In  this 
feature  we  emphasise,  even  more  strikingly  than  does  Sherrington  (8) 
in  his  experiments  on  antagonism  of  skeletal  muscle  reflexes,  the  "alge- 
braic summation"  which  characterizes  the  reaction  of  the  central  ner- 
vous system  to  opposing  stimulations, 

A  feature  of  the  antagonism  which  is  possibly  significant  is  that  in 
general  the  depressor  influence  is  more  potent  than  the  pressor.  This 
statement  may  appear  iaconsistent  with  our  previous  emphasis  on  the 
mathematical  relationship  existing  between  the  two  influences.  What 
we  desire  to  point  out,  however,  is  this:  although  the  amount  of  de- 
pressor stimulation  necessary  to  neutralize  any  given  pressor  influence 
is  in  flxed  proportion  to  the  pressor  influence,  if  a  stronger  depressor 
stimulus  be  applied  than  that  which  just  balances  the  pressor  the  re- 
sulting depression  is  disproportionately  great.  This  we  have  seen 
repeatedly.  An  instance  appears  in  figure  2,  where  a  pressor  stimulus 
of  670Z  which  by  itself  caused  a  substantial  rise  of  pressure  (nos.  26 
and  33)  and  required  for  neutralization  a  vagus  excitation  of  265Z  (no. 
30)  was  apparently  wholly  ineffective  when  the  vagus  stimulus  was 
increased  to  400Z  (no.  31).  A  parallel  case  in  which  the  antagonistic 
factor  was  asphyxia  has  been  reported  by  Asher  (1906)  (9). 

Another  line  of  evidence  which  suggests  the  prepotency  of  the  de- 
pressor is  exemplified  in  figure  3,  in  which  a  very  considerable  increase 
in  pressor  stimulation  strength  beyond  that  required  to  neutralize  a 
strong  depressor  effect  did  not  carry  the  blood  pressure  above  the  level 
of  neutralization.     This  fatter  observation,  in  fact,  shows  clearly  that 
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tiie  blood  pressure  level  is  not  determined  alb^ther  by  the  algebraic 
sum  of  all  the  afferent  impulses  calculated  to  modify  it.  The  yigor  of 
discharge  which  determines  vasomotor  tone  may  be  restored  by  strong 
pressor  stimulation  when  strong  depressor  excitation  is  tending  to  lower 
it,  but  in  the  presence  of  such  depressor  excitation  it  is  ciifficult  if  not 
impossible  to  force  a  vigor  of  discharge  greater  than  that  of  normal 
va8(Mnotor  tone.  If  an  illustration  may  be  ventured,  the  vasomotor 
tone  may  be  compared  with  the  level  of  water  in  a  tank  which  has  a 
supply-pipe  and  an  overflow.  Increasing  the  supply  (pressor  stimula- 
tion) may  force  the  level  above  that  of  the  waste-way.  Depresspr 
stimulation  is  analogous  to  draining  the  water  by  opening  an  outlet 
at  a  lower  level  than  that  of  the  ordinary  overflow.  When  this  extra- 
ordinary draining  of  the  water  is  in  progress  it  is  easy  to  imagine  that 
driving  the  feed-pimip  to  its  limit  may  restore  the  normal  height  of  the 
surface  but  cannot  raise  it  higher 
because  of  the  double  escape 
which  becomes  available  (£g.  4). 
The  final  explanation  of  this 
phenomeooQ  must  wait  for 
knowledge  beyond  that  which 
we  now  possess  of  Uie  detailed 
functioning  of  the  central  nerv- 
ous i^^tem. 

The  depressor  after  effect.  Our 
observation  that  the  after  effect 
of  combined  strong  pressor  and  depressor  stimulation  is  a  manifestation 
of  persistent  depressor  influence  appears  at  flrst  view  to  be  at  variance 
with  the  observations  of  Baxt  (1875)  (10)  on  the  heart  and  of  v.  Frey 
(1876)  (11)  on  the  submaxillary  gland,  in  which  opposing  peripheral 
influences  were  excited  simultaneously,  and  in  which  the  atimvlalion 
phase  was  the  one  to  appear  after  cessation  of  excitation.  Asher,  in 
the  paper  cited  above  (9),  reports  that  the  asphyxial  pressor  influence 
is  the  one  to  show  itself  when  asphyxia  and  depressor  excitation  are 
withdrawn  simultaneously.  In  the  single  protocol  given  by  Asher 
(loG.  cit.,  p.  94)  the  asphyxial  rise  is  recorded  as  reaching  its  height 
two  seconds  after  the  release  of  the  tracheal  clamp,  an  interval  scarcely 
long  enough  to  have  permitted  adequate  oxygenation  of  the  vasomotor 
center.  It  is  possible,  therefore,  that  there  was  not  in  that  case  a  true 
after  effect,  but  an  actual  persistence  of  asphyxial  excitation,  after  the 
withdrawal  of  the  depressor  stimulation.    A  well-known  feature  of  tiie 
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responae  of  the  vasomotor  tnechaiuBm  to  strong  depressor  stimulation 
is  the  sluggishness  of  the  return  to  the  former  level.  This  is  well 
illustrated  in  figure  3,  no.  38.  Such  a  curve  as  no.  43  in  the  same 
figure  su^ests  that  the  depressor  influence  although  not  able  to 
bring  about  the  usual  change  in  blood  pressure  in  the  presence  of  strong 
pressor  excitation,  is  nevertheless  acting  on  the  mechanism  in  precisely 
its  usual  fashion.  Immediately  upon  the  withdrawal  of  the  pressor 
influence  the  blood  pressure  takes  the  position  it  would  have  had  at  the 
same  moment  had  there  been  no  pressor  factor.  The  return  to  the 
normal  level  is  of  the  same  degree  of  sluggishness  as  after  depressor 
stimulation  alone.  This  view  of  the  nature  of  the  inhibition  of  the 
vasomotor  center  by  depressor  excitation  places  it  in  Heidenhain's  (12) 
second  class  of  inhibitory  actions,  the  class  in  which  inhibition  and  aug- 
mentation act  on  difTerent  parts  of  the  affected  mechanism.  Asher 
(toe.  cit.,  p.  96)  takes  this  same  position. 

On  the  other  hand,  our  observations  discussed  above,  on  the  "alge- 
braic summation"  of  pressor  and  depressor  influences,  would  appear  to 
place  the  vasomotor  center  in  harmony  with  the  center  for  skeletal 
muscle  reflexes,  in  which,  as  stated,  Sherrington  has  shown  the  prin- 
ciple of  algebraic  summation  to  obtain,  and  in  which  on  that  account, 
he  postulates  the  inhibition  to  be  of  Heidenhain's  first  class,  a  direct 
opposition  to  excitatory  influences.  If  our  interpretation  of  the  inhibi- 
tory after  effect  is  sound,  we  shall  be  led  to  the  conclusion  that  exciting 
and  inhibitory  influences  may  act  simultaneously  upon  a  mechanism  in 
such  a  manner  that  each  exerts  its  normal  effect  in  the  presence  of, 
but  masked  by,  the  other,  and  yet  be  so  related  as  to  show  very  exact 
algebraic  summation. 

SUHHART 

1.  Depressor  (exeito-dilator)  summation  is  more  pronounced  when 
one  of  the  afferent  nerves  excited  is  the  vago-depressor  trunk  than 
when  the  summation  is  secured  by  stimulation  of  two  afferent  nerves 
other  than  the  vagus. 

The  suggestion  is  offered  that  the  presence  in  afferent  nerve-trunks 
generally  of  pressor  fibers  may  limit  the  degree  of  excito-dilator  sum- 
mation obtainable  through  excitation  of  such  trunks.  The  correspond- 
ing fibers  in  the  vagus  are  depressor,  and  tend  to  favor,  rather  than  to 
limit  excito-dilator  summation. 

2.  The  antagonism  between  pressor  and  depressor  influences  is  shown 
to  have  the  character  of  algebraic  summation  when  the  intensity  of 
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depressor  stimulations  necessary  to  neutralize  a  series  of  pressor  infiu- 
ences  is  taken  as  the  criterion. 

3.  Depressor  stimuli  stronger  than  just  sufficient  to  overcome  con- 
current pressor  influences  have  an  effect  disproportionate  to  their 
mathematical  superiority. 

4.  Strong  depressor  stimuh  can  be  neutralized  by  strong  pressor  exci- 
tation, but  it  is  difficult,  if  not  impoBsible,  to  force  blood  pressure  above 
the  normal  level  thereby. 

5.  The  after  effect  of  pressoiniepressor  summation  is  typically  a 
transient  fall  of  blood  pressure.  The  appearance  of  the  curve  suggests 
that  the  depressor  influence  is  masked  but  not  destroyed  by  concurrent 
pressor  excitation. 

6.  The  nature  of  the  after  effect  indicates  that  depressor  and  pressor 
influences  act  upon  different  parts  of  the  central  mechanism.  The  alge- 
braic summation  has  been  formerly  interpreted  to  mean  opposing  action 
at  a  common  point.  The  suggestion  is  made  that  action  at  different 
points  may  be  consistent  with  algebraic  summations. 
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t.    INTRODDCTION 

The  generally  accepted  conception  regarding  the  movemeDts  of  the 
auricular-ventricular  valves  in  the  beating  heart,  as  stated  in  several 
modem  text  books  of  physiology,  may  be  summarised  as  follows: 
When  the  auricle  contracts  it  forces  a  small  quantity  of  blood  into  the 
relaxed  ventricle.  This  raises  the  intrsr-ventricular  pressure  a  trifle, 
and  by  forming  eddies  behind  the  valve-cusps  causes  their  approxima- 
tion or  partial  closure.  Thereupon  follows  ventricular  systole  with 
the  immediate  rise  of  intra-ventricular  pressure.  When  the  intra- 
ventricular exceeds  but  slightly  the  intra-auricular  pressure,  complete 
.closure  of  the   auriculo-ventriculw   valves   occurs,  and  regui^tation 


The  accuracy  of  this  conception  has  recently  been  reinvestigated 
by  Henderson  and  Johnson  (1)  who  mounted  in  a  glass  jar  the  excised 
valves  of  ox  hearts,  in  such  a  way  that  the  natural  connections  of  the 
valves  were  undisturbed.  The  action  of  these  valves  could  be  clearly 
observed  when  pressure  changes,  simulating  those  within  the  heart, 
were  artificially  produced  from  either  the  auricular  or  the  ventricular 
side.     The  chief  conclusions  drawn  from  this  study  were: 

1.  Auricular  systole  forces  a  jet  of  blood  through  the  auriculo- 
ventricular  openings.  When  this  jet  breaks  at  the  end  of  auricular 
systole,  a  zone  of  negative  pressure  is  formed  between  the  cusps.  This 
unrolls  the  edges  of  the  valves,  approximating  them  in  complete  and 
final  closure  just  previous  to  ventricular  systole.  It  is  this  method  of 
closure  which,  according  to  these  investigators,  prevents  regui^tation 
in  the  normally  beating  heart. 
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2.  Wlien  ventricular  systole  is  not  preceded  by  an  auricular  con- 
traction in  the  cycle  (as,  for  example,  in  auricular  fibrillation),  the 
rise  of  intra-ventricular  pressure  closes  the  valves.  This  type  of  closure 
is,  however,  abnormal  in  that  the  valves  do  not  unroU,  but  close  by 
a  "hii^  movement"  which  is  necessarily  accompanied  by  a  slight 
regurgitation. 

If  these  conceptions  of  Henderson  and  Johnson  be  correct,  we  must 
revise  our  current  ideas  not  only  of  the  mechanism  of  valve  movement, 
but  also  of  the  temporal  relation  of  valve  closure  to  auricular  and 
ventricular  systoles.  For  example,  it  is  necessary  to  assume  that  the 
valves  close  at  the  end  of  auricular  systole  and  before  ventricular  con- 
traction begins.  If  this  be  the  case,  it  may  offer  an  explanation  as 
Lewis  has  suggested,  of  the  pre-systolic  sound  heard  whenever  the 
»-v  interval  is  long  (2).  Furthermore,  if  their  view  is  correct  that 
ventricular  systole  itself  is  not  directly  responsible  for  the  valve  closure, 
we  may  be  compelled  to  modify  our  views  as  to  the  dual  origin  of  the 
first  heui  sound. 

From  a  physiological  as  well  as  a  clinical  standpoint,  therefoBe,  it 
IB  desirable  to  again  investigate  the  question  as  to  the  movements  of 
the  valves  within  the  beating  heart,  and  the  precise  relation  of  their 
movements  to  the  cardiac  cycle. 

II.   UBTBOD 

Doubtless  the  most  accurate  and  reliable  method  of  studying  this 
question  would  be  to  attach  directly  to  the  valves  of  the  intact  heart 
freely  movable  threads  or  hairs,  and  transmit  their  vibrations  directly 
to  recording  levers  capable  of  accurately  following  the  sUghtest  valve 
oscillation.  This,  BO'far,  has  not  proven  feasible.  After  considerable 
preliminary  experimentation,  however,  it  was  found  possible  to  study 
the  valve  action  of  the  perfused  cat's  heart  in  this  way.  The  descrip- 
tion of  the, method  naturally  divides  itself  into  a  consideration  of  (1) 
the  preparation  of  the  heart  and  (2)  the  method  of  recording. 

Preparation  of  the  heart.  The  chest  of  an  etherized  cat  is  opened  and 
the  animal  allowed  to  die  by  asphyxia.  The  cat  heart  is  chosen  be- 
cause of  anatomical  advantages,  and  this  method  of  causing  death  is 
used  because  comparatively  little  harm  is  done  the  heart.  When  the 
heart  has  ceased  beating,  it  is  removed  from  the  chest,  care  being 
exercised  to  leave  enough  of  the  venae  cavae  and  aorta  attached. 
As  soon  as  possible,  a  T-CEomula  (P)  is  fastened  into  the  aorta  (0), 
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and  warmed  Locke's  solution  is  perfused  through  the  heart  under  a 
suitably  gauged  pressure  (fig.  1).  A  T-cannu!a  is  used  ao  that  one  limb, 
not  tied  into  the  aorta,  transmits  Locke's  solution  from  the  main  reae- 
Toir,  the  other,  fitted  with  a  thin-walled,  partially  clamped,  rubber 
tube,  serves  as  a  continuation  of  the  elastic  aorta  (Q).  Thus  the 
ventricle  contracts  against  an  aortic  pressure  which  variee  during  each 
cycle  as  in  the  intact  heart. 


„.:*"? 


Fig.  1.  Diagram  of  apparatus — deBcription 


Next,  an  opening  about  3  mm.  in  diameter  is  cut  just  posterior  to 
the  left  auricular  appendage,  and  the  pulmonary  veins  ligated.  With 
a  small,  curved  needle,  possessing  an  eye  near  its  point,  a  hmnsn  hair 
is  passed  downward,  then  upward  through  the  medial  or  septal  cusp 
of  the  mitral  valve  near  its  free  margin,  and  there  securely  tied.  Only 
a  very  small  portion  of  the  cusp  is  caught  in  the  ligature.  After  many 
trials  it  was  possible  to  catch  the  same  point  of  the  cusp  in  each  experi- 
ment.   This  was  verified  by  subsequent  examination.    The  short 
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end  of  the  hair  is  next  cut  off  close  to  the  cusp  to  avoid  extraneous 
contacts. 

As  a  means  of  maint^nlng  an  auricular  pressure  which,  at  the  same 
time,  could  be  modified  at  will,  the  glass  reservoir-cylinder  shown  in 
figure  1  was  devised.  Around  the  bottom  exit  (R),  adhesive  plaster 
is  wrapped.  Between  this  and  the  opening  made  into  the  left  auricle, 
an  impervious  suture  is  made,  the  hair  attached  to  the  valve  having 
been  previously  led  upward  through  the  opening.  Through  a  low 
lateral  opening  (B)  of  the  reservoir,  perfusing  fluid  enters,  and  by  stop- 
ping either  of  the  lateral  exits  (C,  D,  or  A),  the  auricular  pressure  may 
be  varied  in  steps  of  20  nun.  of  Locke's  solution.  In  this  way  pressures 
varying  between  45  and  85  mm.  of  fluid  were  maintained. 

Ligatures  are  placed  at  suitable  intervals  through  the  musculature 
of  the  heart  at  the  level  of  the  auriculo-ventricular  ring.  By  these 
the  heart  is  anchored  to  a  rigid  and  neatly  fitted  ring  of  metal  (S) 
through  which  it  is  suspended.  Thus  the  auriculo-ventricular  ring 
does  not  change  its  position  while  the  heart  beats.  This  procedure  is 
necessary  in  order  to  prevent  movements  of  the  cardiac  musculature 
from  being  roistered  through  the  thread  attached  to  the  cusp.  Care 
must  be  taken,  of  course,  not  to  exert  such  tension  upon  these  threads 
as  to  cause  any  relative  valvular  insufficiency,  nor  may  any  but  very 
small  blood  vessels  be  caught  within  the  hgatures. 

Method  of  recording.  The  contractions  of  the  left  auricle  and  left 
ventricle  are  recorded  optically  on  a  moving  bromide  film,  by  connect- 
ing  them  through  threads  to  the  straw  levers  of  recording  s^ment 
tambours  («-i/).  These  communicate  by  rubber  tubes  with  Frank's 
recording  segment  capsules  {N)} 

The  movements  of  the  septal  cusp  of  the  mitral  valve  are  communi- 
cated by  the  hair  to  a  light  lever  (£),  rotating  about  a  fixed  axis  and 
held  up  by  a  tiny  coil  very  much  as  in  Frank's  recording  manometer. 
The  rotation  of  this  axis  is  recorded  by  reflecting  a  beam  of  light  into 
the  tiny  mirror  (Af)  fastened  directly  to  this  axis. 

The  common  source  of  light  for  this  mirror  as  well  as  those  of  the 
segment  capsules  was  Frank's  arrangement  of  a  Nemst  filament,  whereby 
three  aligned  beams  of  Kght  are  projected,  and  each  focused  upon  its 
mirror.  The  mirrors  in  their  turn  reflect  beams  of  light  through  the 
slit  of  a  pbotokymc^raph  and  so  record  upon  moving  bromide  paper. 

'  For  a  description  of  these  capsules  see  Wiggers:  Jouro,  Amer,  Med.  Assn., 
1915,  iriv,  1486. 
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ni.    VALVE    HOVXHENTS  WHESN  AUBICLES  OB  VENTSICLSS    BEAT    ALONE 

To  facilitate  the  analysis  of  records  of  nomially  beatii^  hearts,  it 
seems  desirable  to  first  study  the  inovementB  of  the  valves  when  the 
auricles  and  ventricles  beat  separately.  The  cases  so  analysed  repre- 
sent in  part  those  instances  in  the  perfusion  experiments  in  which  the 
auricles  or  ventricles  beat  alone.  Such  occasions  are  always  found  in 
any  series  of  perfusion  experiments,  but  here  only  records  were  consid- 
ered in  which  there  was  active  beating  of  the  auricles  without  any 
signs  of  ventricular  movement,  or  vice  versa.  Furthermore,  it  was 
easily  possible  at  the  end  of  the  expenments,  to  fibrillate  tlie  auricles 
or  ventricles  with  a  tetanizing  electric  current  and  in  this  way  study 
their  separate  effects. 

The  movements  of  the  valves  when  the  aurieka  beat  alone  are  illus- 
trated in  the  two  s%ment«  of  figure  2.  Two  types  of  moTement  were 
recorded.  As  shown  in  curve  A  a  short  interval  after  auricular  systole 
begins,  but  before  its  termination,  an  upwfu'd  oscillation  of  the  cusps 
occurs  (cf.  points  1  and  S),  This  is  followed  during. relaxation  of  the 
auricle  by  a  downward  movement  S-4  and  an  after-vibration  of  the 
valves  (4,  5,  and  6).  The  amplitude  of  the  initial  and  after-vibrations 
ia  somewhat  dependent  upon  the  intra-auricular  pressure.  The  after- 
oscillation  is  not  at  all  typical  of  the  cusp  mov^nent  m  the  majority 
of  experiments,  and,  apparently,  only  occurred  when  the  ventricles 
were  extremely  flaccid.  The  usual  form  of  movement  is  a  single  vi- 
bration, during  auricular  contraction  and  relaxation,  as  shown  in  figure 
Z5.  This  is  preceded  in  most  instances  by  a  very  slight  downward 
movement  {1,  $)  synchronous  with  the  beginning  of  auricular  systole. 
It  is  difficult  to  Bay  whether  the  sharp,  superimposed  vibration  of  shorter 
period  {X),  only  occasionally  present,  is  due  to  valve  vibration  or  is 
of  instrumental  ori^n  since  its  period  corresponds  suspiciously  well 
with  that  of  the  lever  system  used. 

In  none  of  the  curves  was  there  found  any  evidence  that  the  move- 
ment toward  closure,  caused  by  auricular  activity,  was  anything  but 
a  transient  oscillation,  absolutely  incapable  of  being  the  efficient  valve 
closure  mechanism,  not  only  because  the  valves  were  not  maintained 
in  a  closed  state,  but  also  because  efEective  apposition  of  the  cusps 
did  not  occur.    This  could  be  observed  ocularly. 

When  iAfi  veniricks  heai  alone  the  curve  of  valve  closure  is  entirety 
different  as  is  shown  in  figure  3.  At  the  onset  of  systole  (7)  the  valves 
move  upward  quickly,  and  are  completely  closed  an  instant  before  the 
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Fig.  2.  Two  aegments  of  records  shuuinR  oscillations  of  mitral  cusps  when 
auricles  beat  alone.  A,  Upper  curve,  auricular  my o(;rain  (systole  do wnstroke) — 
lower  curve  valve  movements.  Intraauricular  pressure,  60  mm.  Ivocke's  solution. 
Position  of  points  indicated  by  line  1.  E,  Upper  curve,  auricular  myogram  (sys- 
tole upstroke) — lower  curve,  valve  movements.  Rise  of  curve  indicates  move- 
ment of  valves  auricleward.    Intraauricular  pressure,  75  mm.  Locke's  solution. 


Fig.  3.  Upper  e 
at  3.  I-ower  curve 
movement. 


ventricular  systole   Irise)   begins  at  (   and  terminates 
mitral  ciusp,  upstroke  signifies   auricleward 
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maximum  of  ventricular  contraction  as  recorded  from  the  apex  (2). 
The  valves  remain  closed  throughout  systole,  giving  the  curve  a  p1at«au 
form  {B-S).  Synchronous  with  relaxation  (S)  the  valvesopen  quickly, 
moving  down  to  a  lower  position  than  they  occupied  before  the  onset 
of  systole  (4).  From  this  point  they  are  slowly  buoyed  upward  as 
blood  flows  into  the  ventricle  from  the  auricle  during  the  remainder  of 
diastole.  Vibrations  such  as  might  account  for  the  iirst  sound  were 
never  found  to  be  superimposed  on  the  curve  of  valve  closure  when  the 
ventricle  beat  without  the  auricle. 

IV.   VALVE   MOVEMENTS  DURING   THE   NORMAL   SEQUENCE 

When  auricles  and  ventricles  beat  in  normal  sequence  the  curves 
show  essentially  the  combined  types  of  movement  described  separately 
above.  Figure  4  shows  the  curve  from  an  experiment  where  a  great 
magnification  of  valve  movement  occurred.  Auricular  systole  begins 
at  point  A,  and  is  accompanied  by  a  slight  downward  movement  of 
the  valve-cusp  record.  Just  before  the  end  of  auricular  systole  the 
mitral  valve  rises  sharply  (B)  and  returns  promptly  at  the  onset  of  auric- 
ular diastole  (C),  The  valve  does  not  fall  back  as  far  as  before,  prob- 
ably because  of  increased  intra-ventricular  pressure.  Now  comes  ven- 
tricular systole  (D)  when  the  mitral  cusps  quickly  rise  to  effective  closure 
and  remain  in  this  condition  until  ventricular  relaxation  begins,  when 
they  rapidly  open.  A  rebound  often  occurs  as  is  shown  in  figure  4 
by  oscillation  {E).  No  other  diastohc  changes  occur  when,  as  in  this 
instance,  the  heart  rate  is  rapid  and  the  period  of  diastasis  therefore 
practically  absent. 

Figure  5  illustrates  even  better  the  nature  of  the  cusp  movements 
since  less  magnification  was  used.  In  this  case  the  heart  rate  was  also 
slower,  and  a  period  of  diastasis  (G-A)  occurred.  The  valve  movements 
alone  are  here  reproduced.  If  it  is  borne  in  mind  that  every  upstroke 
of  the  curve  indicates  an  upward,  and  every  down  stroke  a  downward 
movement  of  the  valve  cusps,  we  can  readily  obtain  a  vivid  mental 
picture  of  the  exact  movements  undergone  by  the  mitral  cusps  in  the 
normal  cycle.  It  is  clear  that  auricular  systole  and  ventricular  systole 
each  produce  in  successive  order  an  upward  or  closure  movement  of 
the  valves.  With  the  onset  of  auricular  systole,  probably  due  to  the 
active  impingement  of  blood  upon  the  mitral  flaps,  a  slight  down- 
ward movement  (AB)  usually  takes  place.  Then,  near  the  end  of 
auricular  systole,  the  valves  move  upward  toward  the  position  of  clos- 
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Fig.  4.  UppermoBt  curve,  ventricular  systole  (upstroke),  middle  curve,  auric- 
ular systole  (upstroke) — lower  record,  movements  ot  mitral  cusps.  Speed  of 
paper  2S  mm.  per  second. 


Fig.  5.  Curve  showing  movements  ot  mitral  valves  when  normal  sequence 
and  a  long  As-Vs  interval  obtains,  AC,  auricular  closure  of  valves,  DB,  ven- 
tricular closure. 
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ure  (C).  This  closure  is,  however,  only  temporary  and  not  complete, 
the  valves  returning  promptly  to  their  former  open  position  (D), 
At  the  onset  of  ventricular  systole,  the  valves  are  closed  completely 
(E),  and  remain  so  during  systole  (EF).^  Having  returned  to  a  point 
in  early  diastole  lower  than  they  occupied  previous  to  the  onset  of  ven- 
tricular systole  (C),  the  cusps  gradually  rise  auricleward  during  the 
period   of  diastasis   {GA). 

V.    RELATION    OP   VALVE   MOVEMENTS   TO    LENGTH   OF   As-Vs    INTERVAL 

In  the  curves  shown  in  figures  4  and  5  the  As-Vs  interval  often  meas- 
ured 0-288  seconds,  a  period  considerably  longer  than  is  assumed  to 
exist  in  the  human  heart  from  electrocardic^raphic  studies  (0,13-0.18 
sec-)-  This  long  interval  made  these  records  especially  valuable  for 
analysing  the  several  factors  involved  in  valve  closure.  The  question 
arises,  however,  whether  two  closure  movement*  of  the  valves  can  occur 
in  every  cardiac  cycle  when  the  As-Vs  interval  is  shorter.  It  is  clear 
as  shown  diagramatically  in  figure  6,  that  when  the  As-Vs  interval 
is  progressively  shortened,  the  curve  representing  the  ventricular  clos- 
ure of  the  valves  first  follows  the  auricular  at  a  shorter  interval  (fig. 
6  B),  then  becomes  supported  on  the  auricular  curve  (fig.  6  C),  and 
finally  becomes  continuous  with  it  (fig.  6  D).  For  descriptive  purposes 
these  forms  of  closure  may  be  designated  as  types  A,  B,  C,  and  D. 

In  interpreting  the  valve  movements  of  the  intact  heart,  therefore, 
it  is  important  to  determine  (1)  how  short  the  As-Vs  interval  must 
become  before  the  ventricular  closure  begins  to  be  supported  on  the 
auricular,  (type  C),  and  (2)  how  short  the  interval  must  become  before 
the  influences  of  auricular  and  ventricular  systole  blend  in  a  single 
closure  movement  (type  D). 

Computations  from  a  number  of  different  experiments  show  that 
auricidar  systole  precedes  the  auricular  cusp  vibration  by  about  0,084 
seconds,  and  that  the  auricular  closure  of  the  valves,  itself  requires 
on  an  average  0.063  seconds  (fig.  4,  AB).  It  is  apparent  from  these  re- 
sults that  unless  the  As-Vs  interval  is  greater  than  the  sum  of  these  fig- 
ures (0.084  seconds  -|-  0.063  seconds,  i.e.,  0.147  seconds),  the  valves  have 
not  time  to  reopen  before  ventricular  systole,  and  the  closure  movement 

•  It  is  not  possible  at  present  to  interpret  the  significance  of  the  smaller  oscil- 
lations superimposed  upon  the  main  curve— whether  they  are  vibrations  of  the 
closed  valves,  responsible  in  part  for  the  first  heart  sound  will  be  investigated 

in  a  future  research. 


d  by  Google 


UOVEUBNTB   OF  IflTRAL  CUSPS   lU  CAJtDUC  CTCIiB 


216 


takes  the  form  of  type  D  (fig.  6).  This  closure  is  initiated  by  auricular 
systole,  but  is  completed  and  maintained  by  ventricular  contraction. 
As  soon  as  the  As-Vs  interval  becomes  only  a  trifle  greater,  however, 
the  valves,  after  auricular  systole,  tend  to  open  to  a  shght  degree, 
and,  aa  this  interval  becomes  progressively  longer,  the  valves  open 
more  and  more  before  ventricular  closure  (type  C).  Since  auricular 
systole  precedes  the  onset  of  auricular  closilre  by  0.084  seconds,  and 
U>e  closure  plus  opening  requires  0.188  seconds,  it  is  evident  that  com- 
plete opening  does  not  occur  unless  the  entire  As-Vs  interval  equals 
St  least  the  sum  of  these  figures  or  0.272  seconds. 


Fig.  6.  Schematic  drawing  showing  influence  of  the  length  of  the  Aa-Vs  in- 
terval on  the  valve  movements.  Tyijes  A  and  B  occur  when  the  Ab-Vb  interval 
exceeds  0.272  seconds.  Type  C  occurs  when  the  interval  rangee  between  0.147 
and  0.272  seconds.    Type  D  occurs  when  the  interval  is  leas  than  0.147  seconds. 

VI.   SOUMART   OT   RESULTS 

1.  By  making  a  direct  connection  between  the  septal  cusp  of  the  mitral 
vatve  and  a  lever  delicate  enough  to  register  its  slightest  oscillatioDS, 
it  was  possible  to  record  optically  the  movements  of  the  mitral  cusps 
as  tliey  occurred  in  the  cycle  of  a  perfused  cat's  heart. 

2.  When  the  Aa-Vs  interval  averaged  0.272  seconds  or  more  (fig.  6, 
A,  B),  the  movements  of  the  mitral  cusps  during  each  phase  of  the  nor- 
mal cycle  were  as  follows: 
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a.  A  short  period  after  the  onset  of  auricular  systole  the  cusps  move 
ventricleward  slightly.  Toward  the  end  of  auricular  systole  they  move 
auricleward  quickly  and  markedly,  but  not  to  a  position  of  complete 
closure. 

b.  At  the  onset  of  auricular  diastole  the  cusps  quickly  move  ventricle- 
ward,  the  rapidity  depending  upon  the  existing  intra  auricular  pressure. 
When  ventricular  tonus  is  low,  intra-ventricular  pressure  is  low,  and 
when  this  obtains  there  is  a  rebound  of  the  cusps  from  the  ventricular 
walls.    The  valves  remain  open  until  ventricular  systole  begins. 

e.  At  the  onset  of  ventricular  systole  the  cusps  immediately  move 
upward  to  a  condition  of  complete  closure,  and  remain  so  until  ven- 
tricular relaxation  begins. 

d.  During  active  relaxation  of  the  ventricles  the  cusps  move  down- 
ward to  a  lower  position  than  they  occupied  at  the  b^inning  of  sys- 
tole.   From  this  position  they  gradually  float  upward  during  diastasis. 

3.  The  sequence  of  movements  above  described  also  occurs  when 
the  As-Vs  interval  ranges  from  0.147  to  0.272  seconds,  except  that 
time  is  lacking  for  a  complete  opening  of  the  valves  before  ventricular 
systole  again  causes  their  closure  (fig.  6  C).  The  valves  open  slightly 
during  the  intersystohc  period,  the  extent  increasing  with  the  As-Ve 
interval. 

4.  When  the  As-Vs  interval  is  less  than  0.147  seconds  (fig.  6  D), 
the  valves  are  in  the  process  of  closing  due  to  the  auricular  effect  when 
ventricular  systole  b^ins.  Hence  this  cardiac  event  merely  com- 
pletes the  closure  abeady  initiated  by  the  auricle.  There  is  in  this 
case  only  a  single  closure  movement,  beginning  before  ventricular 
systole — a  single  movement,  due  in  part  to  auricular  contraction  and 
in  part  to  ventricular  contraction. 

vri.    PHT8rOLOGrCA.L  APPLICATION   OF   RESULTS 

Since  any  conception  as  to  the  mechanisms  producing  valve  closure 
must  be  correllated  with  the  temporal  relations  of  their  closure  to  the, 
events  in  the  cardiac  cycle,  it  is  appropriate  to  discuss  briefly  the 
bearing  of  these  results  upon  different  theories  of  valve  closure. 

It  has  been  shown  that  the  mitral  cusps  first  begin  to  close  after 
auricular  systole  is  well  under  way.  Several  possible  mechanisms 
may  account  for  the  closure  at  this  time.  In  the  first  place,  it  may  be 
attributed  to  the  sudden  breaking  of  the  jet  of  blood  injected  by  the 
auricle  into  the  ventricle,  not  in  the  manner  suggested  by  Henderson 
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and  Johnson  to  effect  the  final  and  complete  closure  but  rather  that 
it  tends  to  float  the  valves  temporarily  into  position.  Secondly,  it 
ia  possible  that  the  auricular  contraction  wave  at  this  time  reaches  the 
muscle  fibers  within  the  valve  cusps,  and  aids  in  their  closure.  The 
observation  of  Erlanger  (4)  that  these  muscle  fibers  are  capable  of  con- 
tracting is  the  basis  of  this  possibility.  Thirdly,  it  is  possible  that  the 
fall  of  intra-auricular  pressure  shown  by  Winters  to  occur  in  the  mid- 
dle of  auricular  systole  (3)  causes  the  cusps  to  move  auricleward. 

It  has  been  demonstrated  that  the  auricular  closure  of  the  mitral 
valves  is  incomplete  and  temporary— that  a  ventricular  systole  is 
required  to  effect  complete  closure  and  maintain  the  valve  in  this 
position  until  the  onset  of  ventricular  diastole.  The  facts  that  the 
valves  close  at  the  onset  of  ventricular  systole  irrespective  of  whether 
an  auricular  systole  preceded,  and  open  precisely  at  the  beginning  of 
ventricular  diastole,  lends  support  to  the  commonly  accepted  idea 
that  the  difference  of  pressure  on  the  two  sides  of  the  valves  is  the  chief 
factor  in  producing  their  movements. 

It  is  commonly  taught  that  the  mitral  cusps  are  approximated  at 
the  onset  of  ventricular  systole.  It  has  been  shown  in  this  work 
that  some  d^ree  of  approximation  obtains  when  ventricular  Erystole 
begins  if  the  As-Vs  interval  falls  within  limits  that  may  be  considered 
normal  (0.13-0.18  seconds).  It  has  been  further  shown,  however, 
that  the  extent  of  this  approximation  is  directly  related  to  the  length 
of  the  As-Vs  interval,  so  that  when  the  As-Vs  interval  equals  0.272 
(fig.  6  B)  the  cusps  are  as  widely  separated  as  at  the  onset  of  auricular 
systole.  It  is  of  practical  importance  to  recognize  that  in  cases  of  de- 
layed A-V  conduction  the  valves  may  undergo  two  distinct  movem^ts 
of  closure,  the  fiivt  near  the  end  of  auricular  systole,  the  second  at  the 
b^inning  of  ventricular  systole. 

The  writer  wishes  to  express  his  great  appreciation  for  the  kind 
advice  and  criticism  of  Dr.  Carl  J.  Wiggers. 
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INTRODUCTION 

It  is  commonly  believed  that  the  auricular  myogram  is  a  graphic 
record  of  auricular  systole  and  diastole.  Such  a  tracing  may  be  ob- 
tained from  the  mammalian  auricle  in  several  ways.  Of  these,  the  trans- 
mission of  auricular  movements  to  simple  levers  or  tambour  systems 
is  probably  the  procedure  most  frequently  employed.  A  small  button 
is  placed  on  the  auricle  and  its  movements  communicated,  sphygmo- 
graph  fashion,  to  a  recordii^  lever  (Ludwig  and  HofEa  (1) ) ;  or  a  point 
on  the  auricular  surface  is  connected  by  a  thread  with  a  Ught  lever  or 
tambour  system,  i.e.,  the  so-called  "suspension  system"  is  used  (Gas- 
kell  (2),  Englemann  (3) ). 

As  generally  employed  in  mammahan  experiments  such  procediu^ 
introduce  two  errors.  In  the  first  place,  the  vibration  frequency  of 
this  ponderable  system  is  so  low  that  the  records  obtained  are  necefr- 
sarily  distorted  by  an  interference  of  the  instrument's  own  vibrations. 
This  is,  however,  a  matter  of  minor  importance,  since  it  is  questionable 
whether  the  movements  of  a  point  or  spot  on  the  auricular  surface, 
communicated  to  the  most  ideal  lever  system  gives  reliable  evidence 
of  the  state  of  muscular  activity  which  we  seek  to  record.  The  auricle 
has  no  fixed  point  from  which  to  contract,  hence  the  movement  of  any 
point  on  its  surface  is  modified  by  many  factors  (e.g.,  by  lung  inflation, 
auricular  distension,  changes  in  form,  ventricular  position  changes, 
etc.)  besides  the  contraction  and  relaxation  of  auricular  fibers.  It 
has  not  always  been  adequately  recognized  that  changes  in  auricular 
form  or  position  do  not  necessarily  occur  in  unison  with  "contraction 
and  relaxation  processes;  that  a  record  of  one  event  may  not  be  a  cri- 
terion of  the  other. 
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Recognizing;  these  facts,  a  number  of  investigators  have  sought  to 
obviate  the  error  by  recording  the  approximation  and  recession  of 
two  selected  points  on  the  auricle,  independent  of  its  position  changes. 
To  this  end,  myocardiographs  of  different  design  have  been  Introduced 
(Roy  (4),  Cushny  (5),  WIggers  (6),  Gesell  (7)).  These  Instruments 
have  the  common  fault  that  their  vibration  frequency  Is  entirely  inade- 
quate, and  most  of  them  have  the  additional  drawback  that  their  great 
mass  may  react  upon  and  Interfere  with  a  normal  action  of  the  thin- 
walled  auricle.  "Die  Massen  der  bewegllohen  Telle"  says  Frank  (8) 
"sind  viel  zu  gross,  als  dass  nicht  Tragheitskrafte  entstehen  miisst«n, 
die  zu  einer,  die  der  Herzthatigkeit  vollstandig  verandemden  Rtik- 
wirkung  f  Uhren  mtissten." 

APPARATUS — THE   MINIATURE   MYOC AUDIOGRAPH 

Inasmuch  as  an  exact  myogram  of  auricular  contraction  and  relaxa- 
tion was  demanded  In  a  careful  study  of  questions  pertaining  to  the 
temporal  relations  and  dynamic  importance  of  the  auricle,  a  miniature 
myocardiograph  was  designed  which  was  capable  of  accurately  following 
the  variations  in  the  length  of  auricular  fibers,  independent  of  changes 
in  auricular  form,  volume  or  position  but  was  incapable  of  reacting 
upon  the  auricle  so  as  to  make  its  action  unnatural.  A  high  vibration 
frequency  and  small  mass  are  two  qualifications  of  this  apparatus. 
The  instrument,  shown  in  natural  size  in  figure  1,  weighs  less  than  2 
grams  and  is  supported  by  a  very  light  spring,  enabling  it  to  foUo^ 
varying  degrees  of  auricular  distension  and  movement  without  affei^ 
ing  the  contraction  curve.  Connected  with  a  Frank  segment  cap- 
sule, the  system  can  have  a  frequency  as  great  as  118  per  second. 

In  the  design  of  this  myocardiograph,  joints,  pivots  and  fixed  axes, 
which  cause  irregular  friction  and  add  weight,  are  entirely  eliminated. 
This  was  made  possible  by  using  a  light  aluminum  segment  capsule, 
2  cm.  in  diameter,  covered  by  light  but  tensely  stretched  rubber  dam. 
As  in  Frank's  recording  capsule,  a  trapezoidal  aluminum  plate  is  ce- 
mented to  the  rubber  so  that  it  pivots  upon  the  chord  side.  This 
plate  carries  a  hght  extension  arm  (1.5  cm.  long)  with  an  eyelet  at  Its 
end.  A  second  similar  arm  Is  rigidly  fastened  to  the  body  of  the  cap- 
sule. These  two  arms,  which  may  be  bent  so  that  the  distance  between 
the  two  eyelets  varies  from  3  to  25  cm.  are  stitched  to  two  points  on 
the  auricular  surface.  The  approximation  of  these  two  points  causes 
a  negative  pressure  in  the  cardiograph  capsule  and  in  the  connected 
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Fig,  1.  Photograph  oF  miniature  myocardlograph  (actual  sire). 
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Fig.  2.  A,  B,  C.    Segments  of  myograms  taken  from  mid-auricular  region 
from  points  5  to  7  mm.  apart. 
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recording  capsule  of  Fraok,  hence  the  curves  move  downward  during 
contractiort  and  upward  during  relaxation.  In  attaching  the  instru- 
ment, the  heart  is  left  intact  within  the  pericardium,  a  window  beii^ 
cut  over  that  portion  of  the  aiu^cle  to  which  the  apparatus  is  fastened. 

THE   CONTOUR   OP  THE   AURICULAR  HT06RAH 

The  secondary  or  communicated  oaeiUaHona  in  optical  myograma. 
It  was  anticipated  that  the  myogram  recorded  by  the  miniature  myo- 
cardic^raph  would  present  a  very  simple  contour.  This  proved  to 
be  the  case  only  when  the  auricular  beat  was  neither  preceded  nor 
foUowed  by  a  ventricular  systole.  Such  instances  are  shown  in  waves 
12  to  16  of  figure  3  taken  during  excitation  of  the  left  vagus  which  had 
produced  a  complete  a-v  block.  The  curves  reach  their  Trmiinniim 
contraction  or  trough  on  an  average,  in  0.033  second  (table  1).  This 
maxiTrnim  contraction  is  maintained  just  for  a  moment  and  then  the 
curve  r^ains  its  full  relaxation  within  approximately  the  same  time 
interval.    No  evidence  of  a  sustained  contraction  or  "plateau"  is  present. 

When  the  auricular  beat  is  followed  by  ventricular  contraction 
(figs.  2  to  3)  the  contour  of  the  relaxation  curve  is  altered  by  super- 
imposed waves.  Thus,  in  the  three  segments  shown  in  figure  2,  the 
ascending  limb  contains  one  or  two  groups  of  such  superimposed  oscil- 
lations. Pirst,  in  point  of  time,  there  occurs,  shortly  after  the  onset 
of  relaxation  (X)  a  j(^,  a  notch,  or  a  series  of  distinct  vibrations.  Com- 
parisons with  the  ventricular  cardiogram  in  which  the  vibrations  of 
the  two  sounds  are  present,  show  that  this  corresponds,  exactly  with 
the  vibrations  of  the  first  sound  (jt-p').  When  the  heart  is  vigorous, 
as  after  partial  asphyxiation  (fig.  2  C),  distinct  soimd  vibrations  may 
be  transmitted  to  and  recorded  by  the  instrument.  It  may  be  pointed 
out,  parenthetically,  that  the  ability  of  the  recording  ^^stem  to  repro- 
duce such  vibrations  is  in  itself  a  t«st  of  its  adequacy.* 

Frequently,  but  not  constantly,  a  second  notch  occurs  toward  the 
end  of  relaxation  (fig.  2  C,  i>,  E).  This  is  apparently  due  to  a  traction 
from  the  ventricle  so  exerted  as  to  cause  the  two  points  to  which  the 
myocardiograph  is  attached  to  approximate.     Comparison  with  the 

'  It  IB  of  incidental  interest  to  note  that,  when  an  apparatus  with  a  low  inher- 
ent frequency  is  used  these  vibrations  cither  do  not  occur  on  the  record  owing 
to  a  "lever  throw"  or  with  greater  damping  of  the  apparatus  the  movement  of 
the  lever  is  arrested  temporarily  thus  giving  the  curve  a  flattened  contour  aug- 
gesting  a  plateau.  This  may  possibly  account  tor  the  plateau  curves  obtained 
by  some  investigators  (cf.  e.g.,  the  recent  results  of  Ewing  19)  ). 
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intraventricular  pressure  curves  (to  be  published  in  a  Bubsequent 
paper)  show  that  this  takes  place  during  the  early  portion  of  the  ejec- 
tion period.  Lastly,  with  tJie  onset  of  ventricular  diastole  at  E  and 
again  with  the  diastolic  infiow  from  the  auricle  at  the  opening  of  the 
a-v  valves  (F),  the  auricular  curves  may  be  modified  by  ventricular 
action. 

It  is  clear  that  the  rebounds  and  position  changes  of  the  ventricular 
base  consequent  to  its  contraction  and  relaxation  cause  a  series  of  slight 
expansions  and  contractions  of  the  elastic  auricle,  which  lies  upon  this 
base.  These  superimposed  waves  distort  the  correct  myogram  curves 
of  auricular  activity.  They  may  .vary  in  amplitude  and  number,  de- 
pending partly  on  the  vigor  of  ventricular  systole,  partly,  however, 
on  the  proximity  of  the  auricular  myograph  to  the  a-v  junction.  Since 
they  are  a  part  of  the  auricular  movement  they  cannot  be  eliminated 
from  any  record  taken  by  an  efficient  myocardiograph. 

In  themselves  these  oscillations  are  of  no  importance  and  would  not 
merit  the  detailed  discussion  accorded  them  but  for  the  fact  that  a 
clear  understanding  of  their  inherent  cardiac  and  not  instrumental 
origin  makes  certain  the  conclusion  that  when  the  heart  chambers  are 
beating  in  normal  sequence,  the  contraction  phase  of  the  myogram 
eurve  alone  can  be  recorded  free  from  secondary  vibrations  of  extra- 
auriculsr  origin. 

The  mechanical  as  related  to  the  fractionate  contraction.  It  is  quite 
certain  that  all  the  units  of  cardiac  muscle  lying  between  two  points 
on  the  auricular  surface  neither  begin  nor  cease  to  contract  at  the 
same  time.  On  the  contrary,  to  judge  from  the  spread  of  the  excitation 
wave,  as  established  by  Eyster  and  Meek  (10)  and  Lewis,  Meakins 
and  White  (11),  the  mechanical  contraction  recorded  by  a  myocardio- 
graph is  the  resultant  of  a  more  or  less  orderly  series  of  contractions 
and  relaxation  which  the  fractional  portions  of  cardiac  tissue  between 
two  points  undergo.  We  must,  therefore,  distinguish  between  the  re- 
corded mechanical  contraction  and  the  fractionate  contraction,  i.e.,  the 
interval  during  which  any  unit  of  cardiac  syncitium  remains  in  the 
contracted  state. 

Since  the  excitation  wave,  according  to  the  American  and  English 
investigators  above  mentioned,  spreads  from  the  sinus  node  to  the 
more  distant  portions  of  the  auricle  at  the  rate  of  approximately  1000 
mm.  per  second,  we  should  expect  that  the  cardiac  tissue  underlying 
the  more  proximately  placed  arm  of  a  myocardiograph  starts  its  con- 
traction before  the  tissue  beneath  the  more  distant  arm.     Within  a 
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very  abort  interral  after  the  onset  of  the  contraction,  the  two  points 
OD  the  auricular  surface  may  be  expected  to  approximate.  As  more 
and  more  fractional  portions  of  the  muscle  between  the  two  arms  enter 
into  their  contraction  phase,  we  may  presume  tba^t  the  two  ;>oints 
approximate  with  a  greats  velocity.  Lastly,  when  the  fractionate 
contractions  of  the  more  proximal  portions  change  progressively  to 
relaxation  phases,  while  the  more  distal  portions  remain  shortened, 
we  may  expect  a  progressive  decrease  in  the  rate  at  which  th4  two  points 
approximate  until  finally,  as  the  fractionate  contractions  and  relaxa- 
tions are  equally  balanced,  the  peak  of  the  mechanical  curve  is  reached. 
A  careful  consideration  of  the  optical  myogram  taken  on  rapid  paper 
affords  evidence  that  these  events  affect  the  contoiu*  of  the  contraction 
curve.  Thus,  as  shown  in  waves  5  and  6  of  figure  3,  the  mechanical 
contraction  {A-U)  can  be  divided  by  the  changes  in  gradient,  into  three 
distinct  phases.    These  are: 

1.  A  proto-aystolic  phase  lasting  about  0.02  second  during  which 
the  rate  of  contraction  gradually  accelerates  (AA').  As  interpreted 
by  the  diagram  inscribed  on  the  curve,  this  phase  probably  represents 
the  spread  of  the  fractionate  contractions  from  the  proximal  to  the 
distal  point. 

2.  A  meso-syetolic  phase  (A'B)  lasting  about  0.024  second  during 
which  contraction  proceeds  at  a  uniform  though  maximum  rate.  As 
interpreted,  this  represents  the  interval  during  which  all  muscular 
tissue  is  contracting. 

3.  A  tele-systohc  phase  (BC)  lasting  approximately  0.03  second 
during  which  the  rate  of  contraction  is  progressively  diminishing. 
During  this  stage  the  fractionate  contractions  of  the  more  proximate 

■  portions  are  progressively  converted  into  fractionate  relaxations  which 
oppose  and  tend  to  neutralize  the  fractionate  contractions  of  the  more 
distal  portions  of  the  tissue.  This  continues  until  an  exact  neutraliza- 
tion at  the  apex  of  the  mechanical  curve  has  taken  place — a  point  which 
we  term  the  end  of  mechanical  contraction. 

These  three  phases  are  followed  by  a  phase  lasting  0.03  second  or 
less,  during  which  the  curve  turns  upward  with  a  very  gradual  gradienf 
owing  to  the  fact  that  the  fractional  relaxations  are  beginning  to  pre- 
dominate over  the  fractional  contractions  {CD}. 

If  these  interpretations  prove  correct  then  the  apex  of  the  mechanical 
contraction  does  not  indicate  the  moment  when  the  fractionate  con- 
tractions have  all  ceased.  At  B  some  of  the  fractions  of  cardiac  tissue 
have  started  to  relax  and  to  a  distance  beyond  C  other  fractions  con- 
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tinue  to  contract.  Since  the  initiation  of  contraction  at  the  proximal 
arm  of  the  myocardiograph  is  indicated  by  the  onset  of  the  mechani- 
cal curve  at  A  and  the  first  evidence  of  relaxation  at  this  point  is 
indicated  by  a  change  of  contour  at  B,  it  will  probably  be  fairly  ac- 
curate and  allowable  to  estimate  the  duration  of  the  fractionaie  contrac- 
Hon  of  the  more  [voximal  tissue  from  the  period  AB. 

THB  tmi.ATION  OF  THB  KTOGRAM  TO  AURICDIiAR  aTSTOLB 

The  term  "systole"  (Greek,  tniyroX^,  a  drawing  together  or  short- 
ening) is  best  defined  by  current  usage  as  the  period  of  mechanical 
shortening  of  the  entire  auricular  musculature.  So  used,  the  term 
is  evidently  not  synonymous  with,  but  much  longer  than  the  fractionate 
contraction  interval.  The  question  remains:  Does  the  myogram  re- 
corded from  two  points  on  an  anterior  auricular  surface  give  the  full 
systolic  interval?  It  is  obvious  that  the  duration  of  the  mechanical 
contraction  recorded  by  the  myogram  will  depend  directly  on  the  dis- 
tance between  the  two  points  selected  for  its  attachment.  In  other 
words,  the  shorter  the  distance  between  the  two  points  selected,  the 
more  nearly  the  mechanical  contraction  recorded  will  approximate 
the  fractionate  contraction;  the  farther  they  are  apart,  the  more  nearly 
will  the  contraction  correspond  to  the  total  auricular  systole.  It  is 
obvious  that  when  it  is  desirable  to  study  the  influence  of  nerves  or 
chemicals  on  the  functions  of  irritability  and  contractility,  the  former 
procedure  is  preferable ;  whereas,  when  it  is  desirable  to  make  time  com- 
parisons with  the  systole  of  the  auricle,  the  greatest  possible  distance 
should  theoretically  be  chosen  between  the  two  approximating  points. 
Following  the  evidence  given  by  the  spread  of  the  excitation  wave  as 
establi^ed  by  Eyster  and  Meek  (10)  and  Lewis,  Meakins  and  White 
(11)  the  two  points  to  be  selected  for  obtaining  the  full  auricular  systole 
would  be  the  sinus  node  and  the  tip  of  the  auricular  appendix.  Unfor- 
tunately, however,  it  is  not  feasible  in  practice  to  record  a  reliable 
myogram  from  points  lying  in  two  different  planes.  The  largest 
Area  that  is  feasible  experimentally,  consists  of  a  stretch  between  the 
right  border  of  the  auricle  and  the  auricular  tip  (maximum,  28  mm., 
in  a  lai^e  dog).  Even  when  this  is  chosen,  the  curve  is  somewhat 
deformed  by  changes  in  the  form  of  the  auricular  surface. 

It  is  necessary,  therefore,  to  determine  (1)  whether  there  exists  an 
essential  time  difference  between  the  mechanical  contraction  recorded 
from  two  near  and  two  distant  points;  and  (2)  how  much  the  first 
auricular  activity  precedes  that  recorded  by  the  myogram. 
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In  relation  to  the  first  question,  experiments  show  that  the  end  of 
mechanical  contraction  is  reached  distinctly  sooner  in  curves  recorded 
from  points  3-4  mm.  apart  than  in  those  recorded  from  those  separated 
25  mm.  or  more.  On  the  other  hand,  no  time  difference,  as  regards 
the  end  of  contraction,  could  be  found  between  two  myograms  taken 
reMpectively  from  points  separated  25  nmi.  and  5-7  mm.  The  only 
explanation  suggesting  itself  for  this  is  that  in  an  area  5  mm.  wide 
there  in  as  good  a  balancing  of  contracting  and  relaxing  fractions  as 
over  wider  areas.  Hence,  nothing  is  gained  by  using  points  separated 
more  than  10  mm.,  provided  they  are  not  selected  on  or  toward  the 
auricular  appendage,  for  if  this  is  done  the  onset  is  delayed. 

The  second  question,  as  to  how  much  the  first  mechanical  activity 
of  the  auricle  precedes  the  myogram  curve,  may  be  most  satisfactorily 
answered  by  comparing  the  auricular  myogram  with  the  intraauricular 
pressure  curve.  This  was  recorded  by  the  type  of  optical  manometer 
previously  described  by  the  writer  (12).  The  cannula  of  this  instfu- 
ment  was  inserted  into  the  azygos  vein  and  pushed  into  the  auricle 
via  the  superior  vena  cava. 

A  study  of  such  records  (fig.  3,  curve  4)  shows  that  the  intraauricular 
pressure  begins  to  rise  0.014  to  0.033  second  (average  0.022)  before 
the  myogram  curve  begins  to  descend  (of.  table  I).  The  conclusion 
is  evident  that  the  myogram  does  not  record  the  complete  interval  of  auricu- 
lar systole.  In  the  comparison  of  time  relations  with  auricular  systole, 
it  is  therefore  necessary  to  record  a  simultaneous  intraauricular  pressure 
curve  or  somewhat  less  accurately  add  to  this  period  of  mechanical 
contraction  of  the  myogram  the  average  interval  0.022  second  (see 
table  1). 

Dynamic  period  of  auricular  systole.  A  further  comparison  of  the 
myogram  and  the  intraauricular  pressure  curve  (fig.  3)  shows  that  the 
pressure  within  the  auricle  does  not  continue  to  rise  during  the  entire 
interval  of  auricular  shortening  but  reaches  its  maximum  or  simnmit 
when  the  contraction  curve  has  been  only  partly  completed.  Close 
inspection  (cf.  wave  4  of  figure  3)  shows  that  this  maximum  occurs 
approximately  when  the  change  in  the  gradient  at  B  appears,  i.e., 
where  relaxation  of  some  auricular  muscle  has  already  l^egun,  although 
the  resultant  mechanical  effect  is  still  one  of  shortening.  The  duration 
of  this  rise  averages  0.053  second  (table  I).  It  is  apparent  that  only 
the  early  half  of  auricular  systole  is  effective  in  producing  a  rise  of 
intraauricular  and  presumably  of  intraventricular  pressure.  This 
may,  therefore,  be  designated  as  the  dynamic  period  of  auricular  systole. 


d  by  Google 


CAHL   J,    WIGGERS 


III! 

■3  "^  I  s 

1 1 -2  I 


■s  ■=  -J^  3  « 


„  ^  .E  "^  « 
S   I   £   ^   B 

"^  "I"  e 

^    5    e    o  I 

E  3  2  U 


db,Google 


AURICULAR  UrOGRAU    AND   AURICULAR  BYSTOLE 


227 


Inasmuch  as  the  dynamics  of  the  heart  beat  are  concerned  with  Ike  maxi- 
mum tension  developed  by  auricular  contraction  rather  than  by  itt  duration, 
this  dynamic  period  and  not  the  interval  of  auricular  systole  should  be 
used  when  questions  of  dynamics  are  concerned. 

When  a  ventricular  contraction  follows  that  of  the  auricle  after  a 
short  interval,  the  fall  of  the  auricular  curve  (extending  into  auricular 
diastole  as  sketched  in  at  a  jS  in  wave  4  of  figure  3  when  the  ventricle  is 
not  beating)  is  terminated  by  a  sharp  rise  and  fall  due  to  ventricular 
activity.  Its  cause  need  not  be  considerGd  here.  Here,  the  entire 
rise  and  fall  of  the  normal  auricular  wave  within  the  auricle  is  com- 
pleted during  systole  of  the  auricle.  This  confirms  the  results  obtained 
recently  by  Ewing  (18). 

THE   TIMB   RELATIONS   OP  AURICULAR   EVENTS 

The  time  relations  of  auricular  events,  as  gathered  from  different 
experiments  carried  out  under  similar  conditions  are  presented  in 
table  A.  They  show  that  the  mechanical  contraction  recorded  from 
the  mid-auricular  region  or  entire  anterior  surface  of  the  auricle  varies 
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from  0.05  to  0,12  second,  an  average  of  0.083  second.  The  interval 
from  the  onset  of  mechanical  contraction  to  the  second  change  in  grad- 
ient, probably  indicatii^  the  duration  of  fractionate  contraction  proc- 
ess, varied  from  0.032  to  0.062  second,  averaging  0.0469  second.  The 
average  of  nine  experiments  shows  that  the  intraaurtcular  pressure 
curve  precedes  the  myogram  curve  about  0.022  second,  the  shortest 
interval  being  0,014,  the  longest  0.033  second.  Adding  these  figures 
(or  in  cases  where  a  simultaneous  intraauricular  curve  was  not  taken, 
the  average  figure  0.022  second)  it  is  found  that  the  duration  of  the 
entire  auricular  systole  averages  0.11  second,  the  widest  variations 
being  0.077-0.140  second.  The  auricular  wave  of  the  intraauricular 
pressure  curve  reaches  its  maximum  on  an  average  within  0.053  second, 
the  widest  variation  being  frcim  0.038  to  0.075  second.  Evidently  the 
dynamic  period  of  systole  extends  only  over  Uttte  more  than  the  early 
half  of  auricular  systole. 

SUMUARY 

1.  The  excitation  wave,  to  judge  from  the  appearance  of  n^ativity 
over  different  points  of  the  auricle,  spreads  from  the  sinus  node  to 
more  distant  portions  of  auricular  muscle.  A  short  interval  after  each 
unit  of  cardiac  muscle  is  so  excited,  it  b^ns  to  contract.  This  local 
contraction,  termed  the  fractionate  contraddon  has  an  average  duration 
of  0.469  seconds. 

2.  When  the  approximation  of  two  points  on  the  auricle  is  recorded 
by  a  myocardiograph,  the  myogram  so  obtained  gives  evidence  in  the 
changing  rate  of  8hori:eniQg  that  the  onset  of  contraction  develops 
at  one  point  before  it  does  at  the  other  and  spreads  to  the  second 
attachment,  within  a  period  of  approximately  0.02  second;  after 
which  the  entire  musculature  between  the  points  continues  to  shorten 
for  0.024  second.  The  remainder  of  the  curve  represents  the  resultant 
between  the  fractions  continuing  to  contract  and  those  ihaX  have 
already  started  to  relax.  This  series  of  events  represented  by  the 
mechanical  contraction  recorded  by  the  myogram  takes  about  0.083 
second.  After  a  balance  has  been  reached  the  two  points  begin  to 
separate,  at  first  slowly  but  later  when  all  fibers  have  started  to  relax, 
more  rapidly. 

3.  The  interval  of  meckanic(U  contraction,  as  established  by  the  myo- 
gram, does  not  give  the  complete  interval  of  auricular  syBt<Je.  Tliis 
is  evidenced  by  the  fact  that  the  intraauricular  pressure  curvea  rises 
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approximately,  0.022  second  earlier.  This  interval  added  to  the 
mecbanical  contraction,  makes  the  average  period  of  systole  equal  to 
0.1107  second. 

4.  Auricular  systole  continues  to  develop  tension,  as  indicated  by 
the  rise  of  the  intraauricular  pressure  curve,  only  as  long  as  all  mus- 
cular units  continue  to  contract.  As  soon  as  evidence  appears  in  the 
myognin  that  the  curve  is  a  resultant  of  fractionate  contraction  and 
relaxation  processes,  the  intraauricular  pressure  curve  falls.  The 
period  during  which  tension  is  developed  lasts  about  0.053  second 
'  and  may  be  dedgnated  as  the  dynamic  period  of  aitricular  systole. 
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The  use  of  such  an  instnunent  as  the  string  galvanometer  which 
is  capable  of  detecting  very  feeble  electrical  currenta,  even  those  of 
brief  duration,  is  beset  with  special  difficulties.  Not  the  least  of  these 
is  the  difficulty  of  preventing  disturbance  of  the  instrument  by  adjacent 
electrical  apparatus,  motors,  Hghting  circuits  and  the  like.  Not  only 
'is  the  galvanometer  apt  to  be  affected  by  the  proximity  of  other  electri- 
cal apparatus,  but  the  electrostatic  charges  on  rubber  insulation,  the 
clothing  of  the  operator  and  other  objects  may  become  a  source  of 
trouble  In  a  manner  presently  to  be  indicated.  The  disturbances  that 
may  arise  from  faulty  insulation  are  perhaps  more  generally  imder- 
stood  and  will  not  be  considered  in  this  note.  Granting  that  the  in- 
sulation of  the  galvanometer  circuit  is  adequate,  external  electric 
currents  and  charges  can  affect  the  instrument  only  by  induction. 
We  shall  first  consider 

BLBCTBOMAGNETIC   INDUCTION 

Whenever  a  conductor  which  forms  part  of  a  closed  circuit  moves  in  a 
ma^etic  held  in  such  a  way  as  to  vary  the  number  of  lines  of  force 
enclosed  by  the  circuit,  a  current  will  be  produced  in  the  circuit.  Also 
if  a  wire  forming  part  of  a  closed  circuit  is  so  placed  in  a  magnetic 
field  as  to  enclose  some  of  the  lines  of  force,  a  variation  of  the  strength 
of  the  field  will  alter  the  number  of  lines  of  force  enclosed  by  the  wire 
and  a  current  will  thus  be  set  up  in  the  wire  though  the  wu^  itself  is 
stationary.  A  few  concrete  examples  may  help  to  make  clear  the 
bearing  of  the  above  statements  upon  protection  of  galvanometer 
circuits.  The  wires  which  lead  to  and  from  the  string  terminals  of  a 
string  galvanometer  always  pass  through  the  relatively  strong  stray 
field  of  the  instrument  itself.  If  these  wires  quiver  ever  so  slightly, 
230 
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say  with  vibrations  of  the  buildiug  or  of  motors  used  in  connection 
with  the  apparatus,  they  will  cut  Unea  of  force  and  set  up  currents 
through  tlie  string  which  become  evident  as  a  to  and  fro  movement 
of  its  shadow  having  the  same  period  as  that  of  the  vibrating  wires. 
If  any  part  of  the  string  circuit  runs  near  a  wire  transmitting  alternating 
current  for  power  or  lighting,  the  variations  in  the  magnetic  field 
surrounding  the  power  wire  induce  currents  which  cause  the  string 
to  move  to  and  fro  with  a  frequency  identical  with  that  of  the  alter- 
nations of  the  power  current.  If  a  wire  of  the  string  circuit  runs  near 
a  wire  which  suppUea  continuous  current  to  the  arc  lamp  usually  used 
with  string  galvanometers,  the  string  will  move  with  every  fluctuation 
of  current  in  the  lamp. 

The  easiest  way  to  prevent  trouble  from  movement  of  wires  in  the 
stray  field  of  the  instrument  is  to  use  very  stiff  wires  and  to  fasten 
them  so  that  the  Habihty  of  movement  is  minimized.  In  other  parts 
of  the  circuit  the  effect  of  varying  fields,  or  of  movement  of  the  wires 
in  steady  fields,  can  be  made  very  small  by  twisting  together  the 
(insulated)  going  and  returning  wires  of  the  string  circuit.  Suppose  the 
pole  of  a  permanent  magnet  to  be  so  moved  that  the  number  of  lines 
of  force  in  the  r^on  of  an  adjacent  pair  of  wires  is  varied.  If  the 
wires  are  sepuated  an  appreciable  distance  they  will  enclose  lines  and 
the  number  of  lines  enclosed  will  vary  as  the  magnet  moves.  According 
to  the  general  statement  made  at  the  beginning  of  this  section,  a  current 
in  the  wires  will  result.  If,  however,  the  wires  are  run  close  together 
so  that  very  few  lines  can  pass  between  them,  then  unless  the  field  is 
very  strong,  the  current  produced  by  its  variation,  or  by  movement  of 
the  wire  through  it,  will  be  feeble.  If  in  addition  the  wires  are  twisted 
tt^ether,  the  spaces  left  between  them  will  be  a  series  of  ^ures  of  "8" 
and  a  moment's  reflection  will  show  that  the  effect  of  a  variation  of 
the  number  of  lines  of  force  in  one  of  the  loops  of  the  eight  will  be 
exactly  compensated  If  the  same  variation  occurs  simultaneously  in 
an  adjacent  loop.  If  a  circuit  is  enclosed  in  an  iron  tube,  magnetic 
lines  external  to  it  tend  to  flow  in  the  wall  of  the  tube  on  account  of  the 
great  permeability  of  iron  as  compared  with  air.  Only  a  very  small 
niuuber  of  hues  will  reach  a  circuit  so  enclosed.  If  the  enclosed  wires 
be  also  twisted,  the  protection  will  be  still  better.  The  thicker  the 
iron  wall,  the  more  nearly  complete  will  be  the  protection  afforded. 
The  protection  is  in  no  case  absolute,  but  by  sufficiently  increasing 
the  thickness  of  the  armor  it  can  be  made  as  great  as  necessary.  It 
is  desirable  that  all  power  and  lighting  wires  in  the  immediate  neigh- 
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borhood  of  a  string  galvanometer  equipment  e^U  be  enclosed  in  iron 
pipe  and  if  such  wires  are  also  twisted  together  the  magnetic  effect 
of  variable  curreuts  in  them  upon  outside  circuits  will  be  further 
diminiBhed.  Wherever  possible  the  out^ii^  and  return  wires  of  the 
string  circuit  should  be  twisted  together  and  if  necessary  this  circuit 
may  be  enclosed  in  iron  also. 

ELECTBOSTATIC   INDUCTIOK 

If  an  insulated  charged  body  is  brought  into  the  neighborhood  of  an 
insulated  neutral  body,  an  alteration  of  the  distribution  of  electricity 
upon  the  latter  occurs  as  illustrated  in  figure  1.  While  this  change  of 
distribution  is  taldng  place  a  momentary  current  will  flow  in  the 
neutral  body.  If  a  second  neutral  body  is  brought  into  the  ne^bor- 
hood  of  the  other  two,  there  will  be  another  change  in  the  distributicHi 
of  electricity  on  the  first 
neutral  body  with  another 
transient  current,  and  so  on. 
Consider  the  neutral  body 
to  represent  the  insulated 
wires,  resistance  boxes, 
switches,  commutator,  etc., 
connected  to  the  string.  Let 
the  charged  body  be  the  hard 


■c 


Fig,  1 


rubbea*  handle  of  one  of  the  reustance  boxes,  charged  by  the  friction  (rf 
the  operator's  hand.  Each  increase  or  diminution  of  the  charge  will 
cause  change  in  the  distributioQ  of  electricity  in  the  string  circuit  and 
the  passage  of  a  momentary  current  through  the  strii^.  Once  some 
part  of  the  apparatus  has  acquired  a  charge,  the  mere  movement  of 
the  operator's  hand  near  the  charged  part  is  sufficient  to  disturb  the 
electrical  distribution  and  cause  the  passage  of  current  through  the 
string.  Attention  was  directed  to  disturbances  of  this  character  by 
Einthoven  in  one  of  his  earliest  communications  regarding  the  string 
galvanometer  (1).  Movement  of  any  conductor  neai;  a  charged  body 
close  to  the  string  circuit  will  cause  these  disturbances.  The  con- 
ductor may  be  part  of  a  piece  of  machinery,  say  a  wheel  connected 
with  the  apparatus  for  recording  the  movements  of  the  string.  In 
this  case  the  disturbance  will  be  rhythmic.  It  is  unnecessary  to  mul- 
tiply examples,  as  anyone  who  has  worked  much  with  these  instruments 
will  recall  similar  occurrences  in  his  own  experience.  Not  only  do 
these  disturbances  ocoauon  annoyance  and  sometimes  lead  to  confusion 
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in  the  interpretation  of  experimental  results,  but  they  are  often  of 
quite  sufficient  intensity  to  cause  the  loss  of  a  string. 

Electrostatic  disturbances  can  be  entirely  eliminated  by  the  method 
of  "electrostatic  screening."  If  an  insulated  conductor  be  ctnnpletely 
enclosed  in  a  hollow  conductor  which  is  at  zero  potential,  the  conductor 
within  is  entirely  unaffected  by  variable  or  moving  charges  external 
to  the  hollow  conductor.' 

The  hollow  conductor  at  zero  potential  is  called  an  electrostatic 
screen.  For  practical  purposes  it  is  not  necessary  that  the  hollow 
conductor  be  everywhere  continuous.  A  wire  mesh  enclosing  the 
apparatus  to  be  protected  is  nearly  as  effective  as  a  sohd  sheet  of  metal. 
The  condition  of  zero  potential  is  approximately  satisfied  by  connecting 
the  screen  to  the  earth.  In  the  practical  application  of  the  method  to 
a  galvanometer  circuit  it  is  customary  to  ensbeath  the  wires  of  the 
string  circuit  in  lead.  Lead  covered  insulated  wires  are  readily  ob- 
tainable from  dealers  in  electrical  supplies  in  the  larger  cities.  Such 
wire  has  the  further  advantage  that  it  is  so  stiff  and  inelastic  as  to 
minimize  the  difficulties  mentioned  in  the  first  section  aa  arising  from 
vibration  of  wires  in  an  adjacent  magnetic  field.  Rheostats  and 
switches  may  be  enclosed  in  boxes  of  sheet  tin  and  the  rheostats  which 
have  rotary  contacts  may  be  covered  with  wire  gauze  provided  with 
perforations  for  the  handles.  The  latter  if  of  hard  rubber  may  be 
covered  with  tinfoil.  Plug  rheostats  are  less  easy  to  protect  and  inas- 
much as  boxes  with  rotary  contacts  can  now  be  obtained  of  excellent 
quality  at  small  expense,  it  is  better  to  select  them  for  this  service. 
All  the  tin  boxes,  wire  gauze,  lead  coverii^  of  wires  and  the  like  should 
be  earthed,  preferably  all  to  the  same  point.  Usually  connection  to  a 
water  main  gives  a  sufficient  earth.  Care  should  be  taken  that  the 
connection  is  substantial  as  it  is  likely  to  become  loose  or  corroded  in 
time  if  made  by  merely  twisting  a  wire  about  the  pipe.  A  clamp  is 
better. 

NEW   APPARiTDS    FOR   COUFBKSATION    AND    STANDARDIZATION. 

The  writer  has  had  frequent  opportunities  to  observe  the  incon- 
venience and  inadequacy  of  apparatus  supplied  for  compensation 
and  standardization  by  the  makers  of  string  galvanometers.  Most  of 
these  instruments  are  needlessly  expensive  and  in  many  of  them  effective 
screening  would  be  quite  impossible. 

'  For  the  mathematical  proof  see  J.  J.  Thomson,  Elements  of  the  mathematical 
theory  of  electricity  and  magnetism,  3d  ed.,  1904,  p.  51-52. 
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Figures  2  and  3  are  reproduced  from  photographs  of  sin  apparatus 
which  has  been  developed  by  the  Leeds  and  Northrup  Company  of 
Philadelphia  to  meet  the  writer's  specifications  for  an  adequate  out- 
fit of  resistance  boxes  to  be  used  in  connection  with  a  string  galvano- 
meter.  It  has  been  arranged  primarily  to  meet  the  requirements  of 
those  who  use  the  galvanometer  for  the  clinical  study  of  the  heart, 
but  will  be  found  suitable  for  nearly  every  necessity  which  atteads  the 
use  of  the  galvanometer  in  the  physiological  laboratory.  The  general 
arrangement  is  similar  to  that  of  the  apparatus  which  has  been  in  use' 
for  several  years  in  the  physiological  laboratory  of  Columbia  University 
and  does  not  differ  greatly  from  the  scheme  published  by  Einthoven  (2). 
The  noteworthy  feature  of  the  apparatus  is  that  all  the  rheostats, 
switches  and  commutator  are  controlled  by  rotary  handles  and  that 
coils  and  contacts  are  completely  enclosed  in  a  copper-lined  box.  All 
the  handles  are  of  metal  which  is  in  metallic  connection  with  the  copper 
lining  and  by  connecting  to  earth  the  terminal  marked  "E^rth,"  the 
entire  apparatus  is  effectively  screened.  The  binding  posts  for  making 
connection  to  other  apparatus  can  not  be  covered  without  difficulty, 
but  they  are  placed  at  the  back  of  the  box,  away  from  the  region  where 
the  operator  is  likely  to  move  his  hands.  One  of  these  boxes  was 
connected  to  a  string  galvanometer  and  the  earth  terminal  purposely 
left  disconnected.  A  light  rubbing  of  the  hard  rubber  top  of  the  box 
with  the  finger  was  sufficient  to  cause  the  string  to  deflect  so  far  that 
it  came  in  contact  with  the  rear  wall  of  the  space  in  which  it  moves 
and  remained  fast  there  until  cautiously  dislodged.  After  connecting 
the  earth  terminal  to  earth  the  top  of  the  box  was  polished  with  a 
piece  of  silk  without  causing  the  slightest  movement  of  the  string. 

The  principle  of  the  afiparatus  is  illustrated  in  figure  4.  An  ordinary 
dry  cell  is  connected  in  series  with  a  resistance,  Rj  which  consists  of  a 
fixed  resistance  of  10,000  ohms  and  sufficient  variable  resistance  to 
permit  of  adjusting  the  current  which  the  cell  will  drive  through,  to  the 
value  0.0001  ampere.  The  sensitive  galvanometer,  G,  enables  one  to 
know  when  this  amount  of  current  is  flowing.  The  resistance  Rt 
forms  a  derived  circuit  and  when  the  current  in  R,  has  the  value  0.0001 
ampere,  there  will  be  a  difference  of  potential  of  0,001  volt  across  the 
terminals  of  Ri  for  every  10  ohms  introduced  into  Rs.  This  last  state- 
ment requires  the  qualification  that  it  is  very  nearly  true  unless  the 
amount  of  resistance  introduced  into  Rs  is  an  appreciable  fraction  of 
the  resistance  of  R,.  In  that  case  the  current  in  R,  will  depart  sensibly 
from  the  value  0,0001  ampere,  but  it  can  always  be  brought  back  to 
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that  value  by  readjuBtinent  of  the  variable  part  of  Hi  so  that  the 
standardization  can  l>e  kept  as  accurate  as  the  accuracy  of  the  small 
galvanometer,  G.  This  has  an  accuracy  of  I  per  cent.  The  greatest 
accuracy  attainable  in  work  with  the  string  galvanometer  is  not  more 
than  2  per  cent,  so  that  the  galvanometer  error  is  within  the  limit. 

Referring  to  figure  3,  the  knob  at  the  upper  left  hand  corner  marked 
"AB"  is  a  commutator  for  the  standard  current.  Below  it  is  the 
galvanometer,  "G."  The  two  knobs  marked,  "Regulator  for  standard 
voltage,"  control  the  variable  part  of  R,.  The  four  knobs  marked 
"Compensating  and  i^tandardizing  resistance"  control  the  resistance  R^-. 
The  terminals  marked  "R.A."  L.A."  etc.,  are  for  connection  to  the 


Fig.  4 

extremities  of  the  patient  for  clinical  work  and  may  naturally  be  con- 
nected in  any  convenient  manner  for  laboratory  purposes.  In  the 
lower  right  corner  is  a  knob  with  a  pointer  and  a  series  of  figures,  1,  2,  3, 
4.  When  the  pointer  is  at  1,  the  galvanometer  will  be  connected  to  the 
terminals  R.  A.  and  L.  A.,  when  at  2,  to  R.  A.  and  L.  L.  following  the 
usual  manner  of  numbering  the  leads  adopted  by  Einthovcn  for  study 
of  the  heart.  When  the  pointer  is  at  4,  the  galvanometer  is  connected 
to  the  resistance  marked  "Comparison  resistance"  which  may  be  used 
to  measure  by  substitution  the  resistance  of  a  patient  or  physiological 
preparation.  At  the  upper  right  corner  is  a  knob  which  controls  a 
resistance  of  100,000  ohms  and  10,000  ohms  which  may  be  put  in  series 
with  the  string  during  compensation  to  diminish  the  deflection.'  The 
position  for  this  knob  when  the  instrument  is  out  of  use  is  at  the  point 
'Not  indicated  in  figure  4. 
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marked  "Inf."  This  disconnects  the  galvanometer  entirely  and  pre- 
vents the  lai^e  throw  of  the  string  when  the  field  magnet  circuit  is 
broken  which  ia  bo  apt  to  destroy  strings  in  apparatus  where  a  shunt 
resistance  ia  used  to  cut  down  the  sensitiveness  during  compensation. 


Methods  of  protecting  string  galvanometer  circuits  against  electro- 
magnetic and  electrostatic  disturbances  are  discussed  and  a  brief 
description  appended  of  an  arrangement  of  resistances  for  use  with 
string  galvanometers  in  which  effective  electrostatic  screening  has  been 
provided  in  the  construction. 
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TIus  paper  is  the  first  of  a  series  intending  to  deal  with  the  effect  of 
a  number  of  substances,  especially  anaesthetics,  on  the  rate  of  oxygen 
consumption.  My  interest  in  this  problem  was  aroused  through  the 
use  of  such  substances  as  experimental  agents  for  altering  the  rate  of 
metabolic  processes,  for  demonstrating  the  existence  of  metabohc 
gradients  in  organisms,  and  in  the  control  of  morphogenesis.'  The 
present  paper  deals  entirely  with  the  action  of  potassium  cyanide,  a 
substance  which  has  proved  of  peculiar  value  for  the  above  purposes. 
It  is  hoped  in  the  future  to  test  similarly  the  action  of  alcohols,  ether, 
chloroform,  urethanes,  acids,  alkalies,  and  some  salts. 

A  number  of  experiments  have  already  been  performed  to  determine 
the  effect  of  cyant^n  compounds  on  living  matter.  The  classical 
experiments  were  those  of  Geppert  (1),  who  in  1889  showed  that  the 
expired  air  of  mammals  under  hydrocyanic  acid  poisoning  contains 
more  oxygen  than  normally,  and,  further,  that  the  venous  blood  has 
a  higher  oxygen  content  than  under  normal  conditions.  From  these 
results,  Geppert  concluded  that  cyanogen  compounds  act  by  reducing 
the  capacity  of  the  cells  for  consuming  oxygen.  Since  these  experi- 
ments it  has  been  widely  accepted  that  the  cyanides  produce  their 
effect  on  protoplasm  by  directly  depressing  the  oxidation  processes. 
Geppert's  work  is,  however,  open  to  two  criticisms.  In  the  first  place, 
it  was  long  ago  suggested  that  the  cyanides  may  act  by  uniting  with 
'  the  oxygen-carrying  compound  of  the  blood,  just  as  carbon  m(Hi(»dde 
does.  Zeynek  (2),  however,  has  demonstrated  that  cyimides  will  not 
unite  with  haemoglobin  at  alt,  and  with  oxyhaemoglobin  only  after 

>  For  a  complete  discuaaion  of  theae  mattera,  consult  Child  (6)  and  (6),  where 
further  references  will  be  found. 
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heating  several  boure  at  body  temperature.  Thia  criticiam  is,  there- 
fore, invalid.  Od  the  other  hand,  the  work  of  Grove  and  Loeveohart 
(3)  has  shown  that  the  action  of  cyanides  in  the  case  of  mammab  is 
primarily  upon  ihe  respiratory  center,  and  the  reduced  oxygen  consump- 
tion observed  by  GeppMii  may  be  due  in  part  to  the  general  deprestiion 
of  the  respiratory  mechanism.  Mammals  are  therefore  unfavorable 
objects  for  this  kind  of  experiment. 

Nevertheless,  subsequent  work  has  entirely  justified  Geppert's 
conclusion.  The  best  experiments  that  I  know  of  are  those  of  Schroe- 
der  (4)  on  the  fungus  Afipergillus  niger;  his  data  show  a  very  marked 
decrease  in  both  oxygen  consumption  and  carbon  dioxide  output  in 
the  presence  of  rather  strong  concentrations  of  potassium  cyanide. 
A  number  of  other  experiments  have  also  been  performed  with  cells, 
mainly  egg  cells,  and  with  parte  of  animals;*  but  most  of  these  have 
assumed  rather  than  attempted  to  prove  that  the  cyanides  decrease 
o^gen  consumption,  although  the  results  have  always  justified  the 


I  thought  it  worth  while  to  test  directly  the  effect  of  potassium  cy- 
anide on  some  simple  animal,  since  the  only  other  direct  measure- 
ments OD  animals  have  been  performed  on  mamm'als;  and  to  use  a 
wider  range  of  concentrations  in  order  to  determine  whether  or  not  very 
dilute  solutions  have  a  stimulating  effect  on  oxygen  consumption. 
The  stimulating  effect  of  potassium  cyanide  in  very  dilute  concentra- 
tion has  already  been  noted  by  Lyon  (7)  who  found  an  acceleration 
in  the  rate  of  development  of  the  sea-urcbin,  and  by  Gasser  and  Loeven- 
hart  (8)  who  observed  that  the  primary  effect  of  cyanide  on  the  medul- 
lary centers  is  a  stimulating  one. 

The  work  was  done  at  the  Puget  Sound  Marine  Station,  Friday 
Harbor,  Washington,  where  the  University  of  Chicago  kindly  provided 
me  with  a  research  room. 

UATEBIAL  AND   METHODS 

For  these  experiments  it  was  thought  advisable  to  select  an  animal 
which,  first,  has  no  muscular  system,  since  variations  in  the  degree  of 
muscular  activity  are  a  source  of  error,  and,  secondly,  no  circulatory 
system,  in  order  to  avoid  any  possibility  of  an  action  of  the  cyanide 
on  the  oxygen-carrying  compound  of  the  blood.  The  only  animals 
of  sufficient  size  which  fulfil  these  requirements  are  the  sponges,  al- 

*  RefereDoea  to  this  literature  will  be  found  Id  Child  (5),  p.  66. 


d  by  Google 


240  L.    H.    ETHAN 

though  even  they  are  capable  of  shght  muscular  activity.  I  found  in 
the  Friday  Harbor  region  a  heterocoeloua  calcareous  sponge  of  the 
genus  Suberites  which  proved  well  adapted  for  my  purposes.  These 
sponges  were  obtained  by  dredging  at  a  depth  of  60  to  90  meters,  and 
were  kept  in  a  float  car  moored  near  the  laboratory.  The  largest 
individual  used  measured  75x30x45  mm.;  the  others  were  somewhat 
smaller  than  this. 

The  sponge  Suberites,  unlike  most  sponges,  is  not  attached  to  the 
bottom,  but  grows  upon  a  shell  inhabited  by  a  hermit  crab.  It  soon 
dissolves  away  the  shell  leaving  within  itself  a  spiral  cavity  which 
continues  to  be  occupied  by  the  crab.  This  sponge  is  therefore  re- 
markably free  from  dirt  and  debris,  and  can  be  dredged  without  the 
usual  injury  attendant  on  separating  a  sponge  from  its  substratum. 
For  both  of  these  reasons,  Suberites  seemed  the  most  suitable  of  the 
available  sponge  material.   The  hermit  crab  must,  of  course,  be  removed. 

The  experimental  procediu-e  was  very  simple.  Two  wide-mouthed 
bottles,  of  about  1500  cc.  capacity,  were  employed,  one  for  a  control, 
the  other  for  the  experiment.  Each  bottle  was  provided  with  a  t^jhtly 
fitting  rubber  stopper  pierced  by  three  glass  tubes.  Two  of  these  tubes 
extended  to  the  bottom  of  the  bottle,  one  for  the  entrance,  the  other 
for  the  exit  of  water;  the  third  tube  ext«nded  only  to  the  level  of  the 
stopper,  and  was  used  to  admit  air  during  the  siphoning  of  the  samples 
used  for  the  oxygen  determination.  All  connections  were  made  as 
tight  as  possible. 

The  experiments  were  carried  out  on  a  raft  fastened  to  the  laboratory 
dock.  Each  experiment  consisted  of  six  half-hour  determinations, 
three  of  normal  respiration,  and  three  of  respiration  in  the  presence  of 
various  concentrations  of  potassium  cyanide.  Fresh  searwater  dipped 
up  near  the  raft,  and  fresh  cyanide,  weighed  out  immediately  before 
use,  were  employed  for  each  of  the  half-hour  determinations.  The 
normal  or  cyanide-containing  sea-water  was  siphoned  simultaneously 
into  both  control  and  experimental  bottles,  the  latter  containing,  of 
course,  a  sponge.  The  bottles  were  then  suspended  in  the  water  at 
about  a  foot  and  a  half  below  the  surfai!e  (in  order  to  secure  a  con- 
stant temperature).  At  the  end  of  the  half-hour  period,  they  were 
drawn  up,  and  a  sample  siphoned  off  from  each  into  a  small  bottle, 
care  being  taken  to  secure  a  thorough  sample  by  letting  the  bottle 
overflow  for  some  time.  These  samples  were  then  analyzed  for  oxy- 
gen content.  A  uniform  order  of  procedure  was  adopted  and  main- 
tained throughout  all  the  experiments. 
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Hie  oxygea  content  was  determined  by  the  Winkler  method  as 
given  by  Birge  and  Juday  (9).  Tests  showed  that  the  same  quantities 
of  the  reagents  may  be  used  with  salt  as  with  fresh  water.  The  thio- 
sulpbate  was  standardized  with  potassium  permanganate  instead  of 
potassium  bichromate  because  of  the  greater  ease  of  determination 
of  the  end  point.* 

It  is  believed  that  all  serious  sources  of  error  have  been  avoided. 
The  principal  precautions  which  were  taken  may  be  hsted  as  follows: 

1.  The  use  of  a  control  bottle  of  sea-water  kept  under  the  same  con- 
ditions as  the  experimental  bottle  eliminates  the  possibihty  of  error 
due  to  oxygen  consumption  by  the  numerous  micro-organisms  present 
in  the  water. 

2.  A  practically  constant  temperature  was  maintained  by  immersing 
the  bottles  in  the  water.  The  temperature  of  the  sea-water  at  the 
Friday  Harbor  station  is  very  constant;  during  the  four  weeks  occupied 
by  the  experiments,  it  varied  between  11,2  and  13,7°C.  The  greatest 
variation  recorded  during  the  four  hours  required  for  each  experiment 
was  0,9°,  and  a  variation  of  this  extent  occurred  only  once.  As  these 
temperatures  were  necessarily  read  at  the  surface,  it  is  certain  that 
at  the  depth  where  the  bottles  were  suspended  the  temperature  varied 
even  less  than  this. 

3.  The  sea-water  was  shaken  up  vigorously  before  being  used  in 
order  to  secure  a  more  uniform  oxygen  content.  The  oxygen  content 
of  the  water  near  the  laboratory  varies  greatly  but  for  some  unknown 
reason  never  attains  the  value  which  it  should  have  at  its  temperature 
and  salt  content  (according  to  the  tables  in  Murray  and  Hjort  (10) ). 
The  oxygen  content  of  the  shaken  sea-water,  in  something  over  a  hun- 
dred determinations,  lay  between  4.8  and  5.2  cc.  per  liter,  being  gener- 
ally about  6  cc. 

4.  As  regards  the  Winkler  method,  the  chief  criticism  against  it 
is  the  possibility  of  absorption  of  iodine  by  organic  or  inorganic  sub- 
stances (as  HiiS)  which  may  be  present  in  the  water;  this  would  lower 
the  oxygen   value  obtained.     This  source  of  error  need  not  be  con- 

'  To  100  cc.  of  distilled  water  add  Eeveral  grams  of  potassium  iodide,  (amount 
depends  on  the  concentration  of  the  standard  solutions  used).  Acidify  with  a 
few  drops  of  concentrated  sulphuric  acid  and  add  a  known,  carefully  measured 
amount  of  the  standard  permanganate.  Titrate  the  iodine  set  free  with  the  thio- 
sulphate  solution  which  is  to  be  standardized  using  the  usual  starch  indicator. 
This  method  is  due  to  Prof.  J.  Stieglitz  of  the  Kent  Chemical  Laboratory,  Uni- 
versity of  Chicago.  This  laboratory  also  kindly  furnished  me  with  the  standard 
permanganate  used. 
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sidered  here  since  it  enters  equally  into  the  determinations  in  both  nor- 
mal and  cyanide-containing  sea-water,  and  does  not  affect  the  relative 
value  of  the  results.  Nevertheless, '  I  have  tested  the  iodine  absorp- 
tion of  the  sea-water  directly  by  adding  a  small  amomit  of  standard 
iodine  and  titrating  back  with  standard  thiosulphate.  In  spite  of  the 
fact  that  considerable  organic  refuse  is  dischai^ied  into  the  water  from 
the  near-by  salmon  cannery,  the  iodine  absorption  of  the  sea-water  is 
so  extremely  small  as  to  be  entirely  negligible;  nor  do  the  sponges 
add  any  appreciable  amount  of  iodine  absorbing  material  to  the  sea- 
water. 

5.  In  siphoning  off  the  samples,  it  is  necessary  to  admit  atmospheric 
air.  This  may  introduce  an  error  as  the  water  m  the  experimental 
bottle  might  take  up  o^^gen  durii^  the  siphoning,  since  its  oxygen 
content  has  been  reduced  by  the  sponge.  In  order  to  minimize  this 
source  of  error,  the  water  was  withdrawn  from  the  very  bottom  of  the 
bottles,  the  siphoning  was  conducted  as  rapidly  as  possible  without 
any  agitation  of  the.  bottles,  and  the  siphoning  was  stopped  when 
about  half  of  the  water  in  the  bottles  had  been  withdrawn.  It  is  there- 
fore highly  improbable  that  any  oxygen  could  have  penetrated  to  the 
water  which  was  siphoned  off  for  analysis.  Furthermore,  this  would 
be  against  rather  than  in  favor  of  the  purpose  of  the  experiments  as 
it  would  tend  to  reduce  the  difference  between  normal  oxygen  consump- 
tion and  oxygen  coneumption  in  the  presence  of  cyanide.  The  error 
could  be  avoided  by  having  two  experimental  bottles  each  containing 
a  sponge,  and  running  the  water  from  one  into  the  other  in  siphoning. 
I  tried  this  once  or  twice  but  the  manipulation  proved  so  cumbersome 
and  the  results  so  little  different  from  the  other  method  that  I  gave  it  up. 

As  a  matter  of  fact,  the  chief  difficulty  encountered  in  the  experi- 
ments was  the  behavior  of  the  animals  themselves,  as  will  appear  in 
the  next  section. 

NOBUAL   OXYQEN    CONSUMPTION    OF  THE  SPONGES 

It  soon  became  evident  that  the  normal  oxygen  consumption  of  any 
one  individual  sponge  may  vary  greatly  in  successive  half-hour  deter- 
minations. This  was  an  unexpected  and  undesirable  state  of  affairs, 
since  it  would  make  the  results  with  cyanide  inconclusive,  I  difr; 
covered  after  a  while  that  the  cause  of  the  variation  in  oxygen  con- 
sumption hes  in  the  condition  of  the  oscula.  E^ch  sponge  possesses 
on  its  upper  side  one  to  three  lai^e  oscula,  which  are  capable  of  con- 
traction.   When  the  sponge  is  stimulated,  the  oscula  close  slowly, 
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and  remain  closed  for  some  time,  after  which  they  gradually  relax 
^ain.  In  my  eicperiments,  the  handling  necessary  in  placing  the  sponge 
in  the  experimental  bottle  almost  invariably  brought  about  a  closing 
of  the  oscula.  The  oscula  then  gradually  opened  untU  by  the  third 
half-hour,  they  were  widely  expanded,  and  remained  so  throughout 
the  three  following  half-hour  determinations. 

When  the  oscula  are  closed,  the  oxygen  consumption  is  diminished. 
The  following  data  show  this  very  clearly. 

Experiment  It 


0.54 
0.85 
1.22 

Closed 

Partly  closed 
Open 

Third  half  hour 

Experiment  IS 

1.85 

0.81 
2.02 

Open  at  beginning, 
closed  at  end 

Open 

Experiment  17 

1.64 
1.24 

1.82 

Open 

Partly  closed 
Open 

Third  half  hour 

Experiment  19 

0.52 
2.0» 
1.63 

Second  half  hour 

Open 

Experiment  tO 

0.29 

l.lfl 
1.87 

Partly  closed 

Open 

Open 

Two  possibilities  suggest  themselves  to  me  as  to  the  cause  of  the 
diminished  oxygen  consumption  when  the  oscula  are  closed — either 
the  activity  of  the  cells  of  the  sponge  is  diminished,  or  the  decrease  in 
oxy^n  content  does  not  became  apparent  in  the  wat«r  In  the  bottle 
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because  of  the  cessation  of  the  water  current  through  the  sponge.  In 
other  words,  the  sponge  may  be  using  up  the  oxpgen  in  the  water  which 
fills  its  spaces,  but  since  the  oscula  are  closed,  this  water  does  not  get  to, 
the  outside.  If  this  were  the  entire  explanation,  the  apparent  oxygen 
consumption  when  the  oscula  first  open  ought  to  be  greater  than  it  is 
lat«r  when  the  oscula  have  been  expanded  for  some  time.  As  this  does 
not  appear  to  be  always  the  case,  it  is  probable  that  both  factors 
enter  into  the  result. 

The  contractile  oscula  may  be  used  for  determining  the  irritabihty 
of  the  sponge  by  the  famihar  method  of  measuring  the  reaction  time 
which  elapses  between  the  application  of  a  stimulus,  and  the  closure 
of  the  oscula.  It  was  my  intention  to  test  in  this  way  the  effect  of 
various  concentrations  of  potassium  cyanide  on  the  irritability  of  the 
animals  but  owing  to  lack  of  time  I  was  able  to  perform  only  a  few 
rather  hasty  experiments.  These  indicated  that  the  irritability  is 
Uttle  if  at  all  affected  by  the  dilute  concentrations  but  is  considerably 
decreased  in  the  strong  concentrations  of  cyanide. 

EFFECT  OF   POTASSIUM   CYANIDE  ON  OXTGEN   CONSUMPTION 

The  above  observations  show  that  it  requires  about  one  hour  after 
the  sponge  is  placed  in  the  bottle  for  the  oscula  to  resume  their  normal 
state  of  expansion.  Although  three  successive  determinations  of 
normal  oxygen  consumption  were  made  in  each  experiment,  the  first 
two  have  been  discarded,  and  the  figure  for  the  third  half-hour  has 
been  taken  as  representing  the  normal  rate  of  oxygen  consumption.  It 
is  this  figure  which  appears  in  the  tables  below.  Following  this  figure 
are  three  successive  half-hour  determinations  of  oxygen  consumption 
in  the  presence  of  a  certain  concentration  of  potassium  cyanide.  As 
the  importance  of  the  condition  of  the  oscula  was  not  reahzed  at  first, 
no  note  of  their  state  of  expansion  was  made  in  the  earlier  experiments. 
In  experiments  2  to  12,  inclusive,  it  is  not  therefore  certainly  known  that 
the  oscula  were  open  during  the  determinations  but  there  can  be  but 
little  doubt  of  this;  in  experiments  13  to  21,  inclusive,  I  do  know  that 
the  oscula  were  widely  expanded  throughout  the  four  ha1f-houi«  for 
which  the  figures  are  given.  The  data  are  arranged  in  the  order  of 
the  concentration  of  cyanide  used.  The  stated  concentrations  of  the 
cyanide  solutions  are  approximate  only.  The  experiments  starred 
were  performed  on  the  same  individual  sponge. 

It  should  be  added  that  complete  recovery  from  the  effect  of  the 
cyanide  occurred  in  every  case. 
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Experiment  S 


H&lf'hour  in  norm&t  aea-water 0.72 

Firet  half-hour  in  0.000005  mol,  KCN 0.86 

Second  half-hour  in  0.000005  mol.  KCN 1 .00 

Third  half-hour  in  0.000005  mol.  KCN 0.93 

Bx'periment  S 

Half-hour  in  normal  sea-water 0.3fl 

FirBt  half-hour  in  0.00001  mol.  KCN 0.41 

Scond  half-hour  in  0.00001  mol.  KCN 0.23 

Third  half-hour  in  0.00001  mol.  KCN 0.16 

Experiment  B 

Half-hour  in  normal  aea-water 0.88 

Firat  half-hour  in  0.00001  mol.  KCN 0.88 

Second  halt-hour  in  0.00001  mol.  KCN 0.62 

Third  halt-hour  in  0.00001  mol.  KCN 0.66 

Experiment  11 

Half-hour  in  normal  sea-water 1.14 

First  half-hour  in  0.00001  mol.  KCN 1.14 

Second  half-hour  in  O.OOOOI  mol.  KCN 1.32 

Third  half-hour  in  0.00001  mol.  KCN 1. 16 

Experiment  7 

Half-hour  in  normal  aea-water 0.39 

First  half-hour  in  0.00002  mol.  KCN 0.14 

Second  halt-hour  in  0.00002  mol.  KCN 0.12 

Third  half-hour  in  0.00002  mol.  KCN 0.13 

Experiment  8 

Half-hour  in  normal  eea-water 0.74 

First  half-hour  in  0.00002  mol.  KCN 0.80 

Second  half-hour  in  0.00002  mol.  KCN 0.69 

Third  half-hour  in  0.00002  mol.  KCN 0.12 

Experiment  It 

Hatf-heur  in  normal  sea-water 1 .  26 

First  half-hour  in  0.00002  KCN 1.30 

Second  half-hour  in  0.00002  KCN 0.93 

Third  half-hour  in  0.00002  KCN 0.87 

Experiment  13* 

Half-hour  in  normal  sea-water 1,56 

First  half-hour  in  0,00002  KCN 1.72 

Second  half-hour  in  0.000O2  KCN 1.08 

Third  halt-hour  in  0.00002  KCN 0,99 
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Experiment  9 

H&lf-hour  in  tmnnal  sea-water 0.93 

First  half'ltour  in  0.00004  mol.ECN 1.06 

Second  half-hour  in  0.00004  mol.  ECN 0.40 

Third  half-hour  in  0.00004  mol.  KCN, 0.39 

Experimtnt  li 

Half-hour  in  normal  sea-water 1.22 

First  half-hour  in  0.00004  mol.  KCN 1 .09 

Second  half-hour  in  0.00004  mol.  KCN 0.88 

Third  half-hour  in  0.00004  mol.  KCN 0.69 

Experiment  US' 

Half-hour  in  nonoal  saa-water 2.02 

First  half-hour  in  0.00004  mol.  KCN 1.08 

Second  half-hour  in  0.00004  mol.  KCN 0.83 

Third  half-hour  in  0.00004  mol.  KCN 0.62 

Experiment  S 

Half-hour  in  normal  sea-water 0.64 

First  half-hour  in  0.0001  mol.  KCN 0.14 

Second  half-hour  in  0.0001  mol.  KCN 0.18 

Third  halt-hour  in  0.0001  mol.  KCN 0.14 

Experiment  10 

Half-hour  in  normal  sea-water 0.98 

First  half-hour  in  0.0001  mol.  KCN 0.60 

■  Second  half-hour  in  0.0001  mol.  KCN 0.13 

Third  half-hour  in  0.0001  mol.  KCN 0.20 

Experiment  17* 

Half-hour  in  normal  sea-water 1.82 

First  half -hour  in  0.0001  mol.  KCN 0.61 

Second  half-hour  in  0.0001  mol.  KCN 0.57 

Third  half-hour  in  0,0001  mol.  KCN 0.43 

Experiment  18 

Half-hour  in  normal  sea-water 0.78 

First  half-hour  in  0,0002  mol,  KCN 0.17 

Second  half-hour  in  0.0002  mol.  KCN 0. 19 

Third  half-hour  in  0.0002  mol.  KCN 0.21 

Experiment  19* 

Half-hour  in  normal  sea-water 1.68 

First  half-hour  in  0.0002  mol.  KCN ,■ 0.46 

Second  half-hour  in  0.0002  mol.  KCN 0.21 

Third  half-hour  in  0.0002  mol.  KCN 0. 13 
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Experimenl  SO' 

Half-hour  in  normal  sea-water 1.87 

Firat  halt-hour  in  0.001  mol.  KCN 0.48 

Second  halt-hour  in  0.001  mol.  KCN 0.16 

Third  half-hour  in  0.001  mol.  KCN 0.11  ■ 

Experiment  it' 

Halt-hour  in  aormal  sea-water 1.27 

First  halt-hour  in  0.001  mol.  KCN 0.26 

Second  half-hour  in  0.001  mol.  KCN 0,22 

Third  half-hour  in  0.001  mol.  KCN 0.01 

CONCLUSIONS 

The  fotlowmg  conclusions  may  be  drawn  from  these  experiments. 

1.  Very  dilute  concentrations  of  potassium  cyanide  increase  the  rate 
of  oj^gen  consumption.     This  appears  in  experiments  5  and  11. 

2.  Slightly  stronger  concentrations,  as  0.00001  and  0.00002  mol. 
have  primarily  a  stimulating  effect  during  the  first  half  hour  but  later 
a  depressing  effect  on  the  rate  of  oxygen  consumption  appears.  This 
is  the  case  in  experiments  3,  6,  8,  12,  13,  and  9. 

3.  In  the  stronger  concentratioaB,  0.00004  to  0.001,  the  oxygen  con- 
eimiption  is  decreased  throughout  the  entire  period  during  which  the 
animal  was  kept  in  the  cyanide-containing  sea-water.  The  decrease 
in  oxygen  consumption  is  very  marked  in  the  strongest  concentrations 
used.     Experiments  7,  14,  15,  2,  10,  17,  18,  19,  20,  21. 

4.  The  effect  of  the  cyanide  varies  with  individual  sponges.  Thus 
the  concentration  0.00004  may  cause  a  primary  stimulating  effect 
followed  by  a  depression  in  the  case  of  one  sponge,  as  in  experiment  9, 
while  in  another  sponge  the  same  concentration  shows  only  a  depress- 
ing effect,  as  in  experiment  14. 

Attention  may  be  called  to  the  experiments  which  are  starred,  13, 15, 
17,  19,  20,  and  21.  These  were  performed  upon  the  same  individual 
sponge,  the  largest  which  I  had.  This  sponge  gave  a  high  and  fairly 
constant  rate  of  normal  oxygen  consumption,  and  shows  clearly  the 
increasing  depression  accompanying  increasing  concentration  of  cyanide. 


The  primary  effect  of  potassium  cyanide  is  a  stimulation  of  the  rate 
of  oxygen  consumption;  this  is  followed  by  a  depression  of  oxygen  con- 
sumption which  is  the  more  marked  the  greater  the  concentration  of 
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the  cyanide  used.  Only  in  very  dilute  coQcentrations  is  the  Btimulalang 
effect  d^nonstrable;  in  stronger  concentrations  it  is  masked  by  the 
rapidly  ensuing  depression. 

The  use  of  potassium  cyanide  as  an  agent  for  depressing  the  oxidation 
processes  is  therefore  entirely  justified,  provided  the  proper  concentra- 
tions arc  employed. 
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mTHODUCTOBY 

There  are  now  many  indications  that  the  critical  or  initatory  event 
in  the  activation  of  the  resting  egg  is  a  temporary  increaae  in  the  per- 
meability of  the  protoplasmic  surface-layer  (or  plasma-membrane) 
to  water-soluble  and  diffusible  substances.  The  precise  connection 
between  this  variation  of  permeability  and  the  total  activation-process 
remains,  however,  to  be  determined.  It  is  evident  that  in  a  system 
so  complex  as  the  ^-cell  the  immediate  consequences  of  even  so  ap- 
parently simple  a  change  may  be  various.  The  conditions  of  material 
interchain  between  ^  and  medium  are  altered;  soluble  substances, 
including  possibly  oxygen  and  carbon  dioxide,  enter  and  leave  the 
egg  more  freely;  there  is  also  undoubtedly  involved  a  change  in  the 
electrical  polarization  of  the  cell-surface,  since  the  concentration  and 
nature  of  the  electrolytes  on  the  two  sides  of  the  plasma  membrane  are 
altered.  Only  experimental  evidence  can  decide  finally  as  to  the  rela- 
tive importance  of  these  various  possibilities.  It  seems  likely,  how- 
ever, that  the  electrical  change  is  itself  the  critical  one.  Electrical 
variations,  due  apparently  to  surface-changes,  are  well  known  to  ac- 
company stimulation  and  other  cell-activities;  and  the  general  analogy 
between  the  initiation  of  division  in  resting  egg-cells,  and  the  excitation- 
process  in  irritable  tissues,  suggests  that  in  the  ^g,  as  in  the  muscle- 
cell  or  nerve  fiber,  it  is  the  electrical  variation— and  not  the  increase 
of  permeability  as  such — which  is  the  essential  factor.  External  elec- 
trical currents  stimulate  muscles  to  contract;  they  may  also  activate 
the  resting  egg-cell  in  certain  animals.' 

'Cy.  Sohflcking:  Arch.  f.  d.  ges.  Pbysiol.,  1903,  xcvii,  86;  Delsge:  Arch.  d. 
Zool.  eicpdr.  et  g^n.,  Ser.  4,  ix,  xnx;  McCIendon:  this  Journal,  1912,  xxix,  299. 
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According  to  this  view,  activation  as  well  as  stimulation  depends 
primarily  on  electrical  conditions.'  In  most  cases  of  activation,  how- 
ever, the  change  of  permeability  would  appear  to  precede  and  deter- 
mine the  electrical  change.  We  can  thus  understand  how  csrtolytic 
substances,  heat,  mechanical  injury  to  the  cell-surface,  a^  well  as  the 
electrical  current,  may  induce  either  activation  of  the  resting  egg  or 
stimulation.  Cytolytic  substances,  which  in  general  are  partheno- 
genetic  agents  as  Loeb  has  shown,  have  as  a  class  a  depolarizing  effect 
OQ  the  cell-surface,  as  indicated  by  the  currents  of  injury  which  they 
produce  in  muscle.  Other  activating  agents  (heat,  mechanical  condi- 
tions) cause  similar  effects.  The  chief  facts  showing  a  general  con- 
nection between  increase  of  permeability  and  activation  are:  (1)  the 
increase  of  electrical  conductivity  following  normal  or  parthenogenetic 
fertihzatioQ,'  (2)  the  readier  entrance  of  substances  like  alkah  and  dyes 
into  the  e^  immediately  after  fertilization,*  (3)  the  loss  or  secretion 
of  materials  from  the  egg  soon  after  the  entrance  of  the  spermatozoon,* 
(4)  the  f^t  that  pure  isotonic  solutions  of  neutral  salts  (NaCl,  NaNO), 
Nal,  KCN,  etc.)  which  initiate  cleavage  in  sea-urchin  and  starfish 
eggi,  lose  their  activating  power  in  the  presence  of  calcium  or  magne- 
sium  Baits  or  anaesthetics,  which  prevent  their  permeability-inorea«i^  ' 
action.*    Facts  of  this  kind  have  a  more  than  special  interest,  since 

*  Iq  BCverEil  earlier  papera  I  have  urged  the  importance  of  the  bioelectric 
procesies  in  the  aotivatioD  of  the  resting  egg  and  in  cell-division:  ef.  Biol.  Bull., 
1009,  xvii,  202  leg.;  this  Journal,  1910,  xxvi,  116;  Joum.  Exper.  ZoOl.,  1913,  xv, 
26  «e7.  Bataillon  (Arch.  de.  zoOl.  eicp^r.  et  gin.,  Ssr.  S,  1010,  vi,  128)  also  r^ 
gania  the  elaotric  variation  as  probably  aa  important  factor  in  activation. 

'  McClendon:  this  Journal,  1910,  xxvii,  240;  Gray:  Journ.  Mar.  Biol.  Assoc, 
1013,  X,  50. 

*  C/.  E.  N.  Harvey:  Science,  N.  S.,  1910,  xxnti,  665;  Lyon  and  Shackell:  Md., 
2V». 

*  £4.,  exit  of  pigment  in  Arbaoia  eggs  (Lyon  and  Shackell,  loc.  ct(.);  of  other 
diffusible  substances,  probably  chiefly  salts,  from  Arbacia  eggs  (McClendon, 
loe.  ait.,  p.  264);  similar  phenomana  in  frogs'  eggs  TBackmann  and  Runnstrom: 
Arch.  f.  d.  g.  Physiol.,  1912,  cxliv,  287).  Phenomena  of  secretion  are  wide- 
spread; the  aeparatioa  of  the  fertiliiation'membrane  probably  belongs  essentially 
in  this  category;  decrease  of  volume  with  separation  of  materials  from  the  e^is 
shomi  in  vertebrate  eggs  (amphibia,  fishes:  ef.  Bataillon,  loe.  cit.),  and  in  many 
invertebrate  eggs.  The  annelid  egg  affords  striking  instances,  e.g.,  Nereis 
(<!/.  F.  R.  Lillie;  Joum,  of  Exper.  Zool.,  1912,  xii,  414).  The  increased  loss  of 
catalase  from  the  sea-urchin  egg  after  fertilization,  as  observed  by  Lyon  (this 
Journal,  1009,  xxv,  109),  is  also  probably  a  consequence  of  increased  per- 
meability. 

■C/-  my  pap«rs  in  this  Journal,  1911,  xxvii,  280,  and  Journ.  Kxper.  Zo5l., 
1914,  xvi.  591. 
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there  is  now  little  doubt  that  changes  m  the  permeability  and  elefitrical 
polarization  of  the  plaama-membrane  constitute  important  controlling 
factors  in  a  lai^  variety  of  cell-processes.  It  is,  therefore,  desirable 
that  our  knowledge  of  these  functional  changes  of  permeability^  should 
be  extended  in  as  many  directions  as  possible. 

During  the  last  summer  I  have  obtained  definite  evidence  that  the 
permeability  of  the  egg  to  water  undergoes  marked  increase  immediately 
after  fertilization.  The  entrance  of  water  under  the  inBuence  of  os- 
motic preesure  is  several  times  more  rapid  in  the  fertilized  than  in  the 
unfertilized  egg.  This  may  be  shown  readily  as  follows:  Arbacia  eggs 
are  fertilized,  preferably  with  the  minimal  quantity  of  spermatozoa, 
washed  thoroughly  with  sea-water  so  as  to  remove  the  excess  of  sperm, 
and  mixed  with  an  equal  quantity  of  unfertilized  e^s.  The  mixed 
eggs  are  then  transferred  to  hypotonic  sea-water  (e.g.,  40  volumes  sea- 
water  plua  60  tap-water),  and  examined  at  once  under  a  low  power. 
Within  two  or  three  minutes  a  well-marked  difference  in  the  size  of 
the  two  kinds  of  ^gs  is  apparent,  the  fertilized  e^s  being  decidedly 
the  larger.  Measurement  shows  that  after  three  minutes  in  the  hypo- 
tonic medium  the  average  diameter  of  unfertilized  eggs  is  ca.  78  to  79  ft, 
that  of  fertilized  eggs  co.  85  to  86  /i.  Since  the  average  diameter  of  the 
unaltered  eggs  in  normal  sea  water  is  ca.  74  /i,  the  actual  quantity  of 
water  entering  the  eggs  in  this  interval  of  time  may  be  estimated  on 
the  assumption  that  the  e^s  are  spherical  (volume  equal  to  J  rr*). 
The  volume  of  the  normal  egg  of  74  p  is  ca.  21.3  x  10*  /j?;  that  of  the 
unfertilized  water-distended  egg  of  78  ;i  is  ca:  24.9  x  10*  *i';  of  the  fer- 
tilized water-distended  egg  of  85  >i  is  ca.  32.2  x  10*  ^'.  The  volume 
of  water  entering  the  unfertilized  egg  in  three  minutes  is  thus  ca.  3.6  ,x 
10*  ju',  that  entering  the  fertilized  egg  is  ca.  1 1  x  10°  ^*.  This  difference 
does  not  correspond  exactly  to  the  difference  m  permeability  to  water, 
as  will  be  seen  more  fully  below,  but  it  illustrates  clearly  the  greater 
readiness  with  which  water  enters  the  egg  after  fertilization.  With 
a  view  to  obtaining  a  more  definite  numerical  estimate  of  the  relative 
permeability  of  fertilized  and  unfertihzed  eggs,  I  have  made  a  large 
number  of  measurements  of  the  diameters  of  such  e^s  (and  also  of 
eggs  with  artificial  fertilization-membranes)  at  different  intervals  after 
placing  in  dilute  sea-water.  From  these  measurements  the  rate  of 
entrance  of  wat^^ — i.e.,  of  change  of  volume— can  be  determined. 

'  A  general  Account  of  these  phenomena  is  given  in  my  paper  in  the  Biol.. 
Bull.,  loe.  eit.,  199.    Cf.  also  Bayliss:  Principles  ot  General  Physiol.,  1915,  124. 
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HBASUBKUBNT8  OP  BGQS  IN  NORUAL  AND  HTPOTONIC  8EA-WATER 

The  diameters  of  the  eggs  were  measured  under  a  magnificatioQ  of 
480  diameters  with  an  ocular  micrometer,  the  divisions  of  which  were 
standardized  by  a  Zeiss  stage-micrometer.  The  sea-water  containing 
the  eggs  was  mounted  on  an  ordinary  microscopic  slide,  which  was 
fastened  in  a  mechanical  stage  so  as  to  admit  of  ready  and  accurate 
placing  of  the  imt^  of  the  egg  over  the  scale.  No  cover  glass  was 
used;  any  distortion  of  the  eggjs  by  compression  was  thus  avoided; 
the  objective  was  immersed  in  the  sea-water.  Each  division  of  the 
ocular  micrometer  corresponded  to  ca.  3.5  li.  The  image  of  the  ^g 
is  sufficiently  sharp  to  admit  of  measurement  within  a  fifth  of  a  scale  - 
division.  In  transforming  the  readings  to  microns  only  the  first 
decimal  is  to  be  regarded  as  significant. 

As  a  rule  Arbacia  eggs  are  almost  perfectly  spherical  in  form;  occa- 
sionally they  are  slightly  ovoid.  Only  round  eggs  were  chosen  for 
measurement;  otherwise  the  eggs  were  measured  at  random  as  they 
came  into  the  field.  A  circular  optical  section  is  of  course  not  a 
proof  of  spherical  form,  but  evident  departures  from  sphericity  are 
not  frequent  in  these  e^s.  Fertihzed  e^s,  and  especially  eggs  with 
artificial  fertilization-membranes,  are  more  likely  than  unfertilized 
eggs  to  become  oval  or  otherwise  deformed  after  some  minutes  in  dilute 
sea-water.  It  is  therefore  especially  important  in  measuring  such 
e^s  to  choose  those  having  a  circular  optical  image. 

Meaaurements  in  normal  aea-water.  The  average  diameter  of  58 
unfertUized  eggs  was  74.1  /i,  with  extreme  variants  of  71.9  n  and  75.7  n. 
Fertihzation  appears  to  be  followed  by  a  slight  decrease  in  volume,* 
due  probably  to  secretion  of  a  part  of  the  cortical  substance;  14  fertilized 
eggs  measured  within  ten  minutes  after  fertiUzation,  showed  an  average 
diameter  of  73.2  fx. 

Measurements  in  dilute  seo-wofer.  All  of  the  following  measurements 
were  made  in  a  mixture  of  60  volumes  tap-water  plus  40  volumes  sea- 
water.  In  this  medium  (with  an  osmotic  pressure  of  ca.  11  atmospheres) 
the  eggs  swell  considerably,  but  osmotic  disruption — when  it  occurs — 
does  not  usually  take  place  for  ten  minutes  or  more.  There  is  a  strik-  . 
ing  difference  between  fertilized  and  unfertihzed  eggs  in  their  resistance 
to  this  change.  Of  the  two  the  fertilized  eggs  are  much  less  readily 
broken  down  by  osmotic  distention;*  in  unfertilized  eggs  the  entrance 

•C/.  Otto  Glaeer:  Biol.  Bull.,  1S14,  xxvi,  84. 

'  That  iS;  previously  to  the  appearance  of  the  cleavage-furrow;  at  this  time 
the  membraoe  undergoes  a  marked  change  in  its  properties  and  is  readily  de- 
stroyed by  osmotic  distention. 
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of  water  is  more  gradual,  but  cytolysis  always  begins  in  a  considerable 
proportion  within  fifteen  minutes  or  even  iesa  in  the  solution,  i.e., 
some  time  before  osmotic  equilibrium  is  reached,  and  usually  the  ma^ 
jority  of  eggs  are  completely  broken  down  within  an  hour.  In  the 
case  of  fertilized  ^gs  water  enters  rapidly,  osmotic  equilibrium  being 
usually  reached  within  eight  minutes  or  less,  and  the  eggs  remain 
intact  without  loss  of  p^ment  for  several  hours. 

The  volume  of  the  ^gs  when  osmotic  equilibrium  is  reached  is  slightly 
less  than  double  the  volume  in  sea-water;  the  normal  volume  of  the 
fertilized  egg  is  ca.  20.6  x  10*  cubic  n;  in  the  above  medium,  after  equi- 
librium is  reached,  it  is  ca.  40.4  x  10*  cubic  ii.  If  the  egg  were  a  per- 
fect osmotic  system  (simple  solution  separated  from  external  medium 
by  a  semi-permeable  membrane)  its  volume  would  be  inversely  pro- 
portional to  the  osmotic  pressure  of  the  external  mediimi ;  the  sea-urchin 
egg  approaches  this  condition  closely  enough  to  show  that  its  behavior 
is  essentially  tlie  same  as  that  of  an  osmometer.  It  is  to  be  expected 
that  the  ^g  will  exhibit  a  smaller  increment  of  volume  in  the  hypo- 
tonic medium  than  would  be  the  case  with  the  ideal  osmotic  system, 
since  a  port  of  its  volume  consists  of  structural  material,  which  occupies 
space  but  does  not  act  osmotically. 

The  following  tables  (I,  II)  give  measurements  of  the  difuneters  of 
single  eggs  taken  at  regular  intervals  of  one  minute,  begining  one  minute 
after  placing  in  dilute  sea-water.  The  procedure  is  simple;  the  normal 
eggs  are  kept  in  sea-water  in  finger-bowls;  in  each  experiment  the  sea- 
water  is  first  removed  as  far  as  possible,  and  a  lai^  volume  (250  cc.) 
of  the  dilute  sea-water  is  then  added.  The  e^s  are  then  mounted 
xai  the  slide,  and  a  single  egg  is  chosen  for  observation;  the  necessary 
manipulation  and  the  placing  of  the  e^  in  position  over  the  scale  occupy 
some  time,  so  that  the  first  measurement  cannot  well  be  made  sooner 
than  one  minute  after  placing  in  the  dilute  searwater.  Usually  two 
e^js  were  kept  under  observation,  and  measurements  were  made,  alter- 
nating from  one  to  the  other,  at- half-minute  intervals. 

Table  I  gives  the  diameters  of  three  imfertilized  eggs,  from  three 
diffa-ent  lota,  measured  at  regular  intervals  of  one  minute  up  to  fif- 
teen minutes. 

The  degree  and  rate  of  water-intake  shown  by  these  measurements 
are  typical.  Seventeen  similar  measurements  were  made  with  unfer- 
tilized ^gs;  in  six  of  these  the  eggs  underwent  cytolysis  within  eleven 
minutes  or  less;  in  nine  cases  regular  measurements  were  made  up  to 
thirteen  minutes  or  longer.    In  every  case  the  e^  showed  the  same 
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TABLKt 

Diametert  of  wn/erltltwd  enga  in  u,  Toeaiwrtd  at  one  minuU  itUervalt  after  ploetTig 
in  dilate  tea-rBoter  (80  volumei  tap-water  plus  iO  sea-water).  (Average  Aianwter 
of  anferlilized  egg*  in  eea^icater,  74. 1  u) 


A.  (Sept.  I). . 

B.  (Sept.  2)-, 
D.  (Sept.  7).. 


77.5178. 
r5.7J77.4J78, 
. 76.^77, a79. 


.7|83,1[84. 


behavior;  water  enters  gradually  at  a  rate  which  changes  only  slightly 
during  the  first  few  minutes;  and  later  falls  off  by  degrees  as  the  sta- 
tion of  equilibrium  is  approached.  Typically  equilibrium  is  not  yet 
reached  by  fifteen  minutes,  as  the  course  of  the  curve  indicates  (fig.  1). 
Measurements  of  eggs  taken  from  the  general  dish  of  dilute  sea-water 
show  that  the  intake  of  water  continues  for  twenty  mmutes  or  more. 
The  average  diameter  of  eleven  unfertilized  eggs  taken  from  different 
lots,  measured  after  about  eighteen  minutes  in  dilute  sea-water,  was 
89.9  M. 

Under  the  same  conditions  the  initial  entrance  of  water  in  fertilized 
^gs  is  several  times  more  rapid  than  in  unfertilized  e^s,  and  osmotic 
equilibrium  is  reached  within  nine  or  ten  minutes  or  eveA  less.  The 
same  rapid  rate  of  entrance  is  seen  in  eggs  in  which  artificial  fertilizar 
tion-membranes  have  been  formed  by  butyric  acid  {see  curves,  figs. 
1  and  12).    Table  II  gives  measurements  similar  to  those  of  Table  I 

TABLE  I[ 

A .  Diameters  of  eggs  fertilised  with  iperm  ten  to  twenty  minutea  before  plaang  in 
dilute  eea-water.     {Average  diameter  of  fertilized  eggs  in  sea-water,  73.*  ji) 
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Fig.  1.  Diameters  of  Arbacia  eggs  at  different  intetvala  after  placing  in  dilute 

sea  water.    Ordinates  are  diameters  in  m,  abscissae  minutes  after  placing  in  the 

hypotonic  medium.    The  curves  are  not  smoothed;  the  intersection-points  of 

'  the  co-ordin&tM  are  joined  by  straight  linea.    A,  fertilised  eggs;  B,  eggs  with 

artificial  membranes;  C,  unfertilized  eggs. 


Fig.  2.  Volumes  of  Arbacia  eggs  at  different  intervals  after  placing  in  dilute 
ea  water.    Ordinates  are  volumes  (unit  ••  10'  cubic  li);  otherwise  like  figure  1. 
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for  Bperm-fertilized  eggs  and  eggs  with  artificml  fertiUzatioD-mem- 
branes.  Two  of  the  fertilised  ^gs  aad  one  of  the  eggs  with  artificial 
membraneB  came  from  the  same  lots  (A,  B,  and  D)  as  the  unfertilized 
eggs  of  Table  I. 

The  differences  between  the  three  kinds  of  eg^s  are  indicated  most 
clearly  by  the  curves  (figs.  1  and  2).  The  figures  from  which  these 
curves  are  constructed  represent  the  averages  of  a  number  of  observa- 
tions made  on  e^jB  from  different  lots.    These  averages  are  given  in 


DiameUn  artd  »olttt 


TABLE  III 

of  eggs  ai  different  time*  after  placing  it 
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Table  III;  this  table  includes  the  diameters  of  the  eggs  at  the  different 
intervals  after  placing  in  the  dilute  sea-water,  and  also  the  volumes 
(calculated  on  the  assumption  that  the  egg  is  spherical). 

According  to  these  measurements  nearly  five  times  as  much  water 
enters  the  fertilized  as  the  unfertilized  e^  during  the  first  minute  after 
placing  in  the  dilute  sea-water,  and  nearly  four  times  as  much  during 
the  first  two  minutes.  This  difference,  however,  is  not  an  exact  meas- 
ure of  the  initial  difference  in  permeability  to  water,  for  the  reason 
that  the  rate  of  entrance  is  not  uniform,  but  falls  off  in  a  curve  which 
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theoretically  should  have  an  exponential  form,  and  more  rapidly  in 
the  fertilized  than  in  the  unfertilized  egg.     What  ifi  required  is  the 

/dv\ 
relative  rates  of  entrance  ( -^  I  under  the  same  conditions  of  osmotic 

pressure  and  area  of  membrane.  From  the  above  measurements, 
however,  it  is  seen  that  durii^  the  firet  minute  the  fertilized  e^  takes 
up  a  volume  of  water  of  ca.  780,000  cubic  n,  equal  to  38  per  cent  of 
its  initial  volume;  the  egg  with  artificial  membrane  behaveB  similarly 
(ca.  700,000  cubic  ti);  while  the  unfertilized  egg  takes  up  only  ca. 
160,000  cubic  /i, — ca.  7.5  per  cent  of  its  volume.  This  shows  a  Some- 
what remarkable  resistance  to  the  entrance  of  water,  especially  in  the 
unfertiUzed  egg.  The  surface-area  of  the  Arbacia  ^g  in  sea-wat^r 
is  in  round  numbers  ca.  17,000  square  ii,'  and  at  the  end  of  the  first 
minute  in  dilute  sea-water  ca.  18,000  square  fi.  During  the  first 
minute  therefore  the  volume  of  water  transported  across  each  square 
fi  of  surface  is  ca.  44  cubic  t^  for  the  fertilized  ^g,  ca.  40  cubic  /t  for  the 
egg  with  artificial  membrane,  and  ca.  9  cubic  fi  for  the  unfertilized  ^g. 
This  is  with  an  initial  driving  force  of  ca.  13  atmospheres. '"  Later 
the  difference  between  the  rates  of  entrance  is  of  course  less;  the  elopes 
of  the  three  curves  indicate,  as  we  should  expect,  that  at  osmotic 
equilibrium  all  eggs  would  have  approximately  the  same  volume, — 
about  double  that  in  normal  sea-water;  as  already  mentioned,  however, 
unfertiUzed  e^s  frequently  break  down  before  this  volume  is  reached. 

The  following  table  gives  the  observed  average  intake  of  water  into 
the  three  kinds  of  eggs  during  the  first  ten  minutes  of  immersion  in 
dilute  sea-water.  It  will  be  observed  that  in  the  unfertilized  e^  the 
average  rate  of  entrance  remains  almost  constant  during  the  first  six 
or  seven  minutes,  but  that  in  the  other  two  it  falls  ofif  rapidly  from  the 

"The  resistance  encountered  by  water  in  penetrating  the  plasma  mem- 
brane may  be  better  appreciated  if  the  facts  are  expressed  in  different  units. 
One  squaie  centimeter  =  10'  square  n]  one  cubic  centimeter  —  10"  cubic  )i;  9 
cubic  II  per  square  fi  per  minute  is  thus  equivalent  to  9  X  10'  cubic  >i  per  square 
centimeter  per  minute,  or  0.0009  cubic  cm.  per  minute.  l.e.,  approximately 
one  cubic  millimeter  of  water  per  minute  per  square  centimeter  of  membrane, 
with  a  driving  force  of- eleven  atmospherea. 

Harvey  has  remarked  (loc.  cit.,  665)  upon  the  slowness  with  which  Arbacia 
eggs  swell  in  distilled  water  as  indicating  a  surprising  resistance  to  entrance  of 
water.  It  is,  however,  clear  that  the  surface  of  living  cells  must  be  highly  re- 
siatent  to  the  lolvent  action  of  water,  and  this  implies  resistance  to  its  penetration. 
It  would  seem  as  if  a  membrane,  in  order  to  be  truly  semi-penneable,  must  have 
a  limited  penetrability  to  the  solvent  as  well  as  to  the  solute.    See  below,  p.  265. 


d  by  Google 


258  BALPH  B.  LtLLIE 

first.  This  is  a  further  indication  of  the  difference  in  the  rat«  at  which 
water  enters.  The  rate  of  entrance  declines  with  the  decline  in  the 
gradient  of  osmotic  pressure  between  egg-content«  and  medium; 
this  gradient  decreases  relatively  gradually  with  the  less  permeable 
egga.     The  curves  (fig.   3)  bring  out  this  relation   in   graphic  form. 
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A  more  exact  measure  of  the  relative  permeabilities  is  fumiahed  by 
the  relative  times  required  for  the  entrance  of  the  same  volume  of  water. 
It  will  be'seen  from  Table  III  that  almost  as  much  water  enters  the 
fertilized  egg  in  one  minute  as  enters  the  unfertilised  e^  in  five;  the 
egg  with  artificial  membrane  is  only  sUghtly  less  permeable  than  the 
fertilized  egg.  According  to  this  comparison  the  plasma-membrane 
of  the  fertilized  egg  is  from  four  to  fivp  times  more  permeable  to  water 
than  that  of  the  unfertilized  egg.  This  conclusion  is  confirmed  bythe 
results  of  the  analytical  treatment  which  follows. 

The  rate  at  which  water  enters  the  egg — i.e.,  the  volume  traversing 
the  membrane  in  unit  time, — is  determined  by  several  factors.  Of 
these  the  chief  are:  (1)  the  driving  force  of  osmosis;  this  (assuming 
that  the  membrane  is  semi-permeable)  ia  at  any  time  equal  to  the 
difference  between  the  internal  and  the  external  osmotic  pressuree 
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(i.e.,  ca.  13  atmospheres  at  firet),  diminished  by  the  opposing  forces  of 
oobeeioD  or  elasticity  of  the  egg-eubstance  and  the  surf aoe-teosion ; 
(2)  the  frietioDal  reaistance  to  the  passage  of  water  through  the  mem- 
brane (the  reciprocal  of  the  permeability  to  water) ;"  and  (3)  the  area  ■ 
<rf  the  mombraoe,  i.e.,  of  the  e^-surface.  Two  of  these  factors,  (1) 
and  (3),  vary  continuously  as  water  enters  and  the  volume  of  the  egg 
increaaea;  probably  also  the  permeabihty  of  the  membrane  varies 
somewhat  as  its  area  is  enlarged,  but  the  comparatively  regular  course 
of  the  curve  in  the  fertilized  eggs  indicates  that  durii^  the  period  of 


Fig.  3.  Average  intake  of  water  per  minute  during  immersion  in  dilute  sea 
water  for  varying  periods.  Ordinatee  are  volumes  (unit  =  10'  cubic  n) ;  absoiMae, 
total  time  of  exposure  to  dilute  sea-w&ter. 


observation  this  change  is  relatively  sUght;  in  the  unfertiUzed  e^s 
the  curve  is  less  regular  and  its  course  for  the  first  six  or  seven  minutes 
is  nearly  straight;  this  appears  to  indicate  that  the  decrease  in  the 
osmotic  driving  force  during  this  period  is  nearly  balanced  by  a  slight 
though  progressive  falling  off  in  the  resistance  to  entrance  to  water. 
The    calculated     permeabihty-constant   K   does    increase    somewhat 


"  For  a  discusaion  of  the  rftle  played  by  this  factor  in  osmotic  phenoroona  ii 
general,  cf.  Antropoff:  Zeitsehr,  f.  phyaik.  Chem.,  1911,  Ixxvi,  721. 
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during  this  period  (see  Table  V).  On  the  whole,  however,  the  alter- 
ations of  permeability  do  not  appear  to  be  great,  at  least  during  ihe 
first  ten  minutes  of  immersion;  later,  when  the  extension  of  the  mem- 
brane becomes  sufficient  to  alter  its  structuire,  the  general  permeability 
must  increase  rapidly,  as  shown  by  the  loss  of  p^ment  and  general 
disintegration.  In  the  following  calculation  I  shall  for  simplicity 
leave  out  of  consideration  the  forces  of  elasticity,  cohesion,  and  surface- 
tension — which  are  undoubtedly  negl^ble  in  comparison  with  osmotic 
pressure — and  also  the  change  in  the  area  of  the  membrane  during 
the  period  of  water-intake.  A  calculation  of  permeability-constante 
on  the  basis  of  the  volume  of  water  passing  across  the  unit  area  of 
membrane  in  each  of  the  times  considered  (instead  of  that  entering  the 
whole  e^)  would  be  theoretically  more  exact;  but  it  introduces  com- 
plexities of  treatment  which  it  seems  best  to  avoid,  and  does  not  alter 
the  result  in  any  essential  manner. 

According  to  the  above  analysis  of  conditions  the  rate  of  entrance 
of  water  into  the  egg  at  any  moment  will  be  indicated  by  the  equation: 

^'q<riP,-P„)  + const.  (1) 

or 

where  v  is  the  volume  of  water  entering  in  the  time  t,  q  the  area  of  the 
membrane,  tr  the  permeability  of  the  membrane  to  water  (reciprocal  of 
frictional  resistance  to  its  passage),  P.  the  osmotic  pressure  of  the 
egg-cont«ntfi,  Pn  that  of  the  external  medium.  Const,  indicates  any 
other  factors,  e.g.,  physiological,  which  are  additive  in  their  effect. 

The  above  equation  is  similar  in  form  to  that  representing  the  course 
of  a  monomolecular  chemical  reaction,  in  which,  according  to  Guld- 
ber^  and  Waage's  law,  the  rate  of  change  is  at  any  moment  proportional 
to  the  concentration  (=  osmotic  pressure)  of  the  substance  under- 

dc 
going  transformation — i.e.:  -r.  —  Kc,  of  which  the  integration-form  is: 

k  =  -  In ,  a  being  the  initial  concentration  of  the  substance,  and 

t      a—x'  *  ' 

a—x  the  concentration  at  the  end  of  the  time  t.    Similarly,  assuming 

that  ?  and  a  in  the  above  equation  remain  essentially  unchanged  during 

the  period  under  consideration,  the  rate  of  entrance  of  water  into  the 

egg  is  at  any  moment  proportional  to  the  osmotic  driving  force,  Pt—Pn 
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where  K  is  the  constaat  indicating  the  rate  of  entrance  of  water  into 
the  egg  under  a  definite  pressure.  This  constant  may  be  called  the 
"penneabiiityHJonstant."     The  integrated  form  will  be: 

where  P,  is  the  osmotic  pressure  within  the  ^g  at  the  beginning  of  the 
experiment  ( =  the  osmotic  pressure  of  aea-water),  Pa  that  of  the  exter- 
nal medium,  and  P.  the  osmotic  pressure  within  the  egg  at  the  end 
of  the  time  t.  It  is  evident  that  since  the  egg  is  originally  in  osmotic 
equihbrium  with  sea-water,  the  osmotic  driving  force  at  the  outset  of 
the  experiment  is  the  same  as  the  difference  between  the  osmotic 
pressures  of  sea-water  and  extem&l  medium.  This  osmotic  force  is 
P,—Pm;  after  the  time  (,  when  the  pressure  within  the  egg  has  fallen 
to  Pt,  the  osmotic  force  becomes  Pt— Pm- 

In  order  to  apply  this  formula  to  the  above  observations  it  is  neces- 
sary to  translate  the  terms  of  osmotic  pressure  mto  those  of  volume. 
The  measurements  given  in  Table  III  show  that  the  volume  of  the 
^g  increases  steadily,  after  placing  in  dilute  sea-water,  until  osmotic 
equihbrium  is  reached;  then  the  osmotic  pressure  inside  the  egg  is  equal 
to  that  outside.  They  also  show  that  the  ratio  of  the  final  to  the 
initial  volume  is  approximately  the  same  as  that  of  the  initial  to  the 
final  osmotic  pressures  within  the  e^  (=  the  ratio  of  the  osmotic 
pressures  of  sea-water  and  external  medium) ;  in  other  words,  the  volume 
of  the  egg,  in  a  medium  of  about  half  the  original  osmotic  pressure,  is 
approximately  doubled.  If  we  regard  the  egg  as  a  perfect  osmotic 
system  (with  volumes  the  reciprocals  of  osmotic  pressures),  we  may 
substitute  volumes  for  pressures  in  the  above  equation;  we  may  then 
compare  the  theoretical  with  the  observed  volumes.  The  equation 
then  takea  the  form: 

Where  V'«,  is  the  volume  of  the  egg  at  osmotic  equihbrium  in  dilute 
sea-water,  V„  its  volume  at  the  beginning  of  the  experiment  (i.e.,  its 
volume  in  sea-water) ,  and  ¥%  its  volume  at  the  end  of  the  time  (.  V^ 
—  Vo  thus  represents  the  value  of  the  osmotic  driving  force  at  the 


d  by  Google 


262  RALPH   e.    LILLIE 

beguming  of  the  experiment,  and  Vt,  —  Ft  its  value  at  the  end  of  th^ 
time  (." 

If  the  entrance  of  water  in  the  forgoing  experiments  is  in  fact  mainly 
determined  by  osmotic  conditions,  the  value  of  J^  as  deduced  by  thie 
foimula  from  the  above  observationB  should  be  approximately  constaat. 
In  the  following  table  K  is  evaluated  for  each  of  the  three  kinds  of  egg, 
substituting  for  V^,  V„,  and  Vt  the  volumes  given  in  Table  III.  The 
final  volume  V^  is  r^^arded  the  same  in  all  ^gs,  namely  40.4  x  10^ 
cubic  li'i  the  initial  volume  of  the  unfertihzed  egg  is  21.3  x  10*  cubic  it; 
that  of  the  eggs  with  artificial  membrane  is  assumed  to  be  the  same  as 
that  of  the  fertilized  eggs  (20.6  x  10<  cubic  >i).  In  the  evaluation  of  X 
common  logarithms  are  used. 

In  the  unfertihzed  e&fl  K  shows  relatively  little  variation  during  the 
first  fourteen  minutes  in  dilute  sea-water.  In  the  fertilized  egg  the 
entrance  of  water  during  the  first  minute  is  always  relatively  large 
(See  Table  II).  This  is  probably  the  expression  of  a  disturbaace 
(analogous  to  osmotic  stimulation)  due  to  sudden  transfer  to  the  dilute 
medium.  During  the  next  seven  minutes  K  shows  only  minor  fluctu- 
ations about  a  mean  value  which  is  about  four  times  that  of  the  un- 
fertilized eggs.  The  approximate  constancy  of  K  shows  that  the 
entrance  of  water  into  the  egg  in  dilute  sea^water  is  determined  by 
purely  osmotic  conditions.  In  the  eggs  with  artificial  membranes 
K  is  also  three  or  foiu-  times  greater  than  in  the  unfertilized  %gs,  and 
the  initial  rate  of  entrance  is  higher  than  later;  in  these  eggs,  however, 
K  is  not  constant  but  shows  a  steady  decline.  This  feature  is  interest- 
ing, since  it  indicates  an  imperfect  semi-penneabiUty  and  an  inabiUty 
of  the  membrane  to  resist  extension;  probably  it  is  to  be  correlated 
with  the  fact  that  the  condition  of  such  eggs  ia  unstable;  normally 
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they  break  down  in  sea-water  unleas  subjected  to  further  treatment 
(e.g.,  with  hypertonic  sea-water). 

The  plasma  membrane  of  the  unfertilized  egg  is  thus  characterized 
by  a.  low  penneability  to  water.  During  the  early  period  of  distention 
in  dilute  sea-wat«r  this  condition  shows  little  change;  later  the  semi- 
penneability  appears  to  break  down  suddenly,  with  a  resulting  dis- 
integration of  the  egg.  In  consequence  of  fertUization  the  permeability 
rapidly  increases  to  about  four  times  that  of  the  unfertilized  egg;  the 
formation  of  artificial  fertilization-membranes  has  a  similar  effect 
upon  the  egg;  but  such  eggs  are  less  capable  than  normally  fertilized 
e^ia  of  resisting  distension  without  alteration  of  the  osmotic  properties 
of  the  membrane." 

These  facts  suggest  certain  more  general  possibilities,  to  which  brief 
allusion  may  be  made  here.  If  the  permeability  to  water  varies  so 
widely  in  different  functional  conditions  of  the  cell,  it  is  probable  that 
the  permeability  to  other  substances,  which  also  apparently  paf  s  the 
membrane  readily  at  all  times,  may  similarly  vary.  The  chief  of  these 
axe  carbon  dioxide  and  oxygen;  it  is  possible  that  under  certain  con- 
ditions the  membrane  may  be  relatively  impermeable  to  such  sub- 
stances. The  egg  previously  to  fertilization  appears  to  be  enclosed 
by  a  membrane  which  is  waterproof  to  a  relatively  high  degree;  and 
'  it  seems  probable  that  the  isolation  thus  _  resulting  may  account  in 
part  for  the  low  rate  of  metabolism."    The  possibility  tliat  the  per- 

"  It  might  be  expected  that  the  diflerence  in  the  osmotic  properties  of  the  egg 
before  and  after  fertilization  would  be  aasociated  with  a  difference  in  the  physi- 
cal consistency  and  other  properties  of  the  surface-film.  Such  a  difference  might 
be  demonstrated  by  micro-dissection.  Dr.  Chambers,  whom  I  have  consulted 
on  this  point,  informs  me  that  the  unfertilized  e^  is  less  easily  cut  or  torn  with 
a  needle  than  the  fertilized  egg,  and  that  the  sides  of  the  tear  show  a  greater  ten- 
dency to  fuse.  This  difference  of  behavior  is  suggestive  in  relation  to  the  fore- 
going observations. 

It  might  be  objected  that  these  observations  indicate  merely  a  difference 
in  the  tenacity  or  extensibility  of  the  membrane,  and  not  in  its  permeability 
as  such— just  as  {e.g.)  a  rubber  net  and  a  steel  net  are  equally  permeable, 
though  unequally  extensible.  Water  would  enter  more  rapidly  the  egg  with 
the  more  extensible  membrane.  But  any  change  in  consistency,  and  especially 
a- change  in  density  (i.e.,  colloid  content),  would  almost  certainly  involve  a 
change  in  permeability;  there  is  moreover  good  independent  evidence  of  such 
a  change  (sec  introductory  section).  The  present  paper,  however,  is  concerned 
not  so  much  with  the  conditions  as  with  the  fact  of  increased  permeability. 

"  Lyon  and  Shackell  {loc.  cil.)  find,  however,  that  unfertilized  and  fertilized 
eggs  stained  equally  with  methylene  blue,  and  decolorized  by  reduction  in  a 
stream  of  hydrogen  in  nn  Engelmnnn  chamber,  regain  the  color,  on  readmission 
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meability  to  carbon  dioxide  may  vary  is  not  to  be  summarily  rejected 
simply  on  the  ground  of  the  lipoid-«olubiUty  of  this  compound.  Such 
a  phenomenon  as  the  increased  output  of  carbon  dioxide  in  nerves 
during  stimulation^' — ^  change  unaccompanied  by  heat-production" — 
may  be  simply  an  expression  of  increased  permeability,  rather  than  of 
increased  formation  of  this  compound  within  the  cell. 

It  should  also  be  noted  that  this  impermeability  to  water  argues  a 
high  d^ree  of  density  and  insolubility  in  the  surface-film.  These  prop- 
erties, however,  are  retained  only  during  life;  they  must  therefor  be 
an  expression  of  cell-metabolism.  One  fundamental  feature  of  metab- 
olism is  that  a  variety  of  surface-active  materials  of  low  water^olu- 
bility  are  continually  being  produced;  apparently  these  gather  in  the 
surface-film,  and  are  as  continually  being  disintegrated  or  removed, 
e.g.,  by  oxidation.  Only  on  some  such  hypothesis  can  we  tuderstand  , 
the  remarkable  fact  that  living  cells,  despite  the  water-soluble  nature 
of  most  of  the  substances  composing  them,  and  the  large  surface- 
area  which  they  expose  to  the  solvent  action  of  the  medium,  do  not 
undei^  solution,  but  preserve  their  semi-permeability  and  other  prop- 
erties intact." 

of  air,  at  about  the  same  rate.  They  are  indined  to  iDterpret  this  obBervation 
aa  indicating  an  equal  permeability  to  oxygen  in  both  eggs.  In  view  of  the  much 
higher  rate  of  oxidation  in  the  fertilited  eggs,  and  the  presence  of  subetances 
in  the  protoplasm  which  compete  with  the  methylene  blue  for  oxygen,  we  ihould 
rather  expect,  if  the  permeabilities  were  equal,  that  the  slowly  oxidising  unferti- 
lised egg  would  decolorize  more  rapidly  than  the  rapidly  oxidisiog  fertilised  egg. 
The  observation  may  thus  indicate  a  relatively  rapid  entrance  of  oxygen  into 
the  fertilized  egg;  unfortunately  it  is  not  decisive  either  way. 

'•Tashiro:  Amer.  Joum.  Physiol.,  1913,  xxxii,  p.  107. 

"  A.  V.  Hillr  Journ.  of  Physiol,,  1912,  xiiii,  p.  433. 

"  One  of  the  observations  of  Lyon  and  Shackell  has  an  interesting  bearing 
on  the  present  problem.  They  found  that  iodine  is  taken  up  much  more  rapidly 
by  unfertilized  than  by  fertilised  eggs  (Eoc.  dt.) .  If,  as  they  suggest,  the  iodine 
is  disposed  of  by  the  lipoids  of  the  plasma  membrane,  this  fact  would  indicate  a 
greater  content  of  lipoid  or  fatty  substances  in  the  plasma  membrane  of  the  unfer- 
tilised egg.  It  is  thus  possible  that  a  relation  exists  between  iodine-combining 
power  and  impermeability.  The  impregnation  of  the  memlffane  with  certain 
fats  or  lipoids— c .5.,  with  an  unsaturated  compound  like  cholesterol,  which  is  also 
water- insoluble— would  increase  at  the  same  time  both  its  iodine'Combining  power 
and  its  impermeability  to  water.  If  these  are  the  actual  conditions  in  the  egg, 
it  would  appear  that  fertilisation  leads  to  an  accelerated  removal  or  destruc- 
tion of  such  compounds. 
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1.  The  rate  of  entrance  of  water  into  fertilized  Arbacia  eggs  in 
hypotonic  eea-water  of  ca.  11  atmospheres  oamotic  pressure  is  ap> 
proximately  four  times  that  into  unfertilized  eggs. 

2.  The  rate  of  entrance  at  any  time  is  determined  by  the  osmotic 
pressure  gradient  (between  egg  and  medium)  prevailing  at  that  time, 
and  by  the  permeability  of  the  plasma  membrane  to  water.  This 
permeability  is  therefore  four  times  greater  in  the  fertilized  than  in  the 
unfertilized  egg.     The  artificial  formation  of  fertihzation  membranes 

'  (by  butyric  acid)  is  followed  by  a  similar  marked  increase  of  permea- 
bility to  water. 

3.  The  osmotic  properties  of  unfertilized  and  normally  fertilized 
e^B  remain  approximately  constant  during  the  first  eight  or  more 
minutes  of  inmiersion  in  dilute  sea-water.  On  the  other  hand,  eggs 
with  artificial  membranes  show  a  progressive  change  in  osmotic  be- 
havior, indicating  probably  a  relatively  unstable  condition  of  the  plasma 
membrane. 

4.  The  essential  constancy  in  the  rate  of  entrance  of  water  (relatively 
to  the  existing  gradient  of  osmotic  pressure)  into  fertilized  and  un- 
fertihzed  ^gs,  during  a  period  in  which  the  water-content  of  the  egg 
is  almost  doubled,  shows  that  the  difference  between  the  two  kinds  of 
eggs  is  due  not  to  a  difference  in  the  condition  of  the  internal  proto- 
plasm, but  simply  to  a  difference  in  the  resistance  of  the  membrane  to 
passage  of  water. 


d  by  Google 


CARDIODYNAMICS  IN  HEART  BLOCK  AS  AFFECTED  BY 

AURICULAR  SYSTOLE,  AURICULAR  FIBRILLATION 

AND  STIMULATION  OF  THE  VAGUS  NERVE 

ROBERT  A.  GESELL 
From  the  Phj/Hological  Laboratory,  Washington  Vnivtriity  Medical  School, 
.  St.  Louit,  Mo. 

Received  for  publication  February  11,  1916 

The.  purpose  of  thia  research  is  to  study  the  relation  of  ventricular 
efSciency  to  ventricular  filling  and  to  analyze  ajid  correlate  the  various 
effects  of  auricular  contraction  on  cardiod^amics. 

It  is  commonly  stated  that  the  ventricles  tend  to  empty  themeelves 
with  each  ventricular  systole  regardless  of  the  initial  ventricular  volume 
obtaining.  In  this  statement  the  function  of  auricular  systole  is 
suggested,  that  ia,  auricular  systole  should  increase  ventricular  output 
in  direct  proportion  to  the  increased  ventricular  filling  resulting  there- 
from. But  this  statement  is  an  observation  rather  than  an  explanation 
and  in  addition  needs  some  modification,  for  the  reverse  holds  with 
equal  force,  that  is,  the  greater  the  initial  ventricular  volume,  the  less 
perfectly  do  the  ventricles  empty  themselves.  Unless  each  statement 
is  carefully  modified  it  would  be  more  accurate  to  state  that  increased 
ventricular  filling,  within  certain  limits,  increases  ventricular  output. 
Even  when  initial  volume  is  small  the  ventrielea  fail  to  empty  them- 
selves completely  with  each  ventricular  systole.  In  view  of  this  fact 
it  is  very  significant  that  increased  volume  should  increase  ventricular 
output  at  all.  It  proves  that  increased  initial  ventricular  volume  per 
se  is  not  the  factor  determining  ventricular  output  but  rather  the 
secondary  conditions  arising  from  the  increased  volume. 

A  sudden  increase  of  ventricular  volume  as  produced  by  auricular 
^stole  means  an  increased  initial  length  of  ventricular  fiber,  an  in- 
creased initial  intraventricular  tension,  and  an  enhancing  surface- 
volume  relation,  i.e.,  a  greater  increase  of  ventricular  volume  than 
ventricular  surface. 

All  these  factors  should  work  toward  greater  ventricular  efficiency. 
They  are  suggested  as  a  result  of  work  on  the  turtle's  auricles,  the 
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properties  of  which  pennit  independent  analysis  of  the  factors  of  initial 
length  of  fiber  aad  initial  tension  in  relation  to  muscular  contraction.' 

We  see  from  the  foregoing  that  with  other  things  constant,  ventric- 
ular output  does  not  necessarily  vary  in  direct  proportion  to  the  d^ree 
of  ventricular  filling,  and  the  reason  is  obvious.  If  ventricular  output 
is  not  solely  dependent  on  ventricular  volume  per  se,  which  means  that 
the  ventricular  muscle  is  not  strong  enough  under  all  conditions  to 
produce  complete  ventricular  emptying,  the  increased  ventricular  out- 
put resulting  from  increased  ventricular  filling  will  depend  on  the  degree 
to  which  the  secondary  enhancing  factors  are  iijfcreased  by  increased 
volume. 

With  each  auricular  systole  the  enhancing  effects  of  initial  length, 
.  initial  tension  and  surface-volume  relation  are  increased  simultaneously. 
The  increased  enhancing  effect  of  each  will  depend  on  various  conditions. 
In  addition,  these  factcrs  infiuence  each  other.  It  is  difficult  therefore 
to  determine  quantitatively  the  importance  of  each.  All  that  can  be 
hoped  for  is  a  general  analysis  of  these  factors,  pointing  out  their  inter- 
relation and  in  a  rough  way  their  relative  importance. 

In  a  previous  research  on  the  mammalian  heart,'  in  which  the  effec- 
tiveness of  auricular  contraction  was  varied,  changes  of  venous  and 
arterial  pressures  were  used  as  indices  of  propulsion  of  blood  by  the 
ventricles,  indicating  whether  the  blood  was  accumulating  on  the  venous 
or  on  the  arterial  side  of  the  ventricles.  Though  changes  of  ventricular 
volume  resulting  from  auricular  systole  and  ventricular  systole  were 
not  recorded,  the  enhancing  effect  of  auricular  systole  on  ventricular 
efficiency  was  ascribed  in  the  main  to  the  filhr^  effect  of  auricular 
systole  on  the  ventricles. 

In  the  present  research  more  definite  information  was  obtained. 
The  effects  of  auricular  contraction  were  studied  from  a  number  of 
points  of  view.  Records  were  made  of  auricular  contraction,  ventric- 
ular contraction,  variations  of  length  of  ventricular  fi^r  (which 
indirectly  gives  ventricular  volume  changes),  intraventricular  tension 
(which  shows  both  initial  and  final  tension),  volume  output,  venous 
pressure  and  venous  pulse. 

To  determine  with  any  degree  of  exactness  the  relative  importance 
of  the  many  effects  of  auricular  systole  on  ventricular  efficiency,  con- 
trol of  conditions  and  limitation  of  variable  factors  to  a  r 
highly  desirable. 

irnal,  1916,  xxxix,  239. 
:,  32. 
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The  use  of  a  modified  heart-lung*-*  preparation  with  the  heart  in 
block  offers  excellent  opportunities  for  cardiodynamic  study.  In 
Buch  experiments  rate  of  auricular  and  ventricular  contractions,  nature 
of  auricular  contraction,  time  relatioQ  of  auricular  systole  to  ventricular 
systole,  venous  pressure  and  capillary  resistance  are  all  under  perfect 
control.  To.  simpUfy  description,  the  apparatus  employed  in  these 
modified  heart-lung  experiments  will  be  described  under  three  head- 
ings: (1)  venous  system;  (2)  arterial  system;  (3)  pneumatic  blood 
pump. 

I.  Venous  Ststbm  (see  fig.  1).  This  system  was  devised  to  supply 
the  heart  with  blood  at  any  desired  constant  venous  pressure.  In  the 
main  it  consists  of  an  upper  (4)  and  lower  (7)  reservoir,  and  overflow 
(8,  9  and  12}  and  heart  flow  (11  and  15).  The  blood  in  it  takes  the 
following  course:  reaching  the  upper  reservoir  (4)  through  tube  (1)  it 
passes  to  the  lower  reservoir  (7) .  From  there  the  blood  may  go  either 
to  the  heart  via  the  heart  flow  (11  and  15),  or  back  to  the  pump  via  the 
overflow  (8,  9  and  12).  The  lower  reservoir  is  a  specially  constructed 
double  boiler,  fitted  with  an  overflow  (9)  and  a  heart  fiow  (11  and  15) 
The  reservoir  proper  is  fixed  within  the  outer  jacket  (10)  which  is 
filled  with  water  maintained  at  the  proper  temperature  with  burner  ( 16) . 
A  funnel  (11)  passes  from  the  bottom  of  the  reservoir  through  the 
outer  jacket  and  connects  with  the  heart  flow  (15).  The  blood  is 
filtered  through  glass  wool  in  the  funnel. 

The  flow  of  the  blood  from  the  upper  to  the  lower  reservoir  is  regu- 
lated to  insure  a  continuous  flow  over  the  overflow  cut  (8),  thereby 
giving  a  constant  venous  pressure.  It  will  be  noted  that  this  cut  is 
made  to  accommodate  lai^e  overflows  without  raising  appreciably  the 
venous  pressure.  The  small  notch  which  prevents  damming  back  of 
solution  by  surface  tension  serves  the  same  purpose.  The  upper 
reservoir  has  two  uses.  It  prevents  formation  of  froth  in  the  lower 
reservoir  and  insures  a  more  uniform  flow  of  blood  into  the  lower 
reservoir  than  could  be  obtained  directly  from  the  pump.  The  gauze 
filter  (5)  on  tube  (1)  serves  the  same  purpose. 

The  magnitude  of  venous  pressure  is  regulated  by  the  adjustable 
stand  (3).  The  entire  venous  system  is  attached  to  rod  (2)  and  moves 
as  a  whole  when  the  venous  pressure  is  altered. 

•  Martin :  Crooni&n  Lecture,  Phil.  Trwia.  Roy.  Soc.  London,  1883,  clxxiv,  663. 

*  Knowlton  and  Starling:  Journ.  Physiol.,  1912,  xliv,  206. 
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Fig.  I.  Artificial 


syeter 


2.  Abterial  Ststbu  (see  fig.  2).  This  system  is  composed  in  the 
main  of  the  capillary  resistance  (19  to  20),  elasticity  chamber  (18), 
and  differential  volume  fiow  recorder  (34).  As  the  blood  comes  from 
the  heart  it  follows  this  route — through  tube  (17),  into  the  capillary 
resistance  (20),  through  (21  and  28)  to  the  volume  Sow  recorder  (29, 
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30  and  34)  and  from  there  into  funnel.  (13) 
arrangenieDt  of  the  capillary  resistance  in 
shown.  The  pressure  exerted  on  the  outer 
is  regulated  by  the  three  way  stopcock  (33) 
source  of  air  pressure  (22).  With  the  cock 
air  pressure  is  transmitted  to  tube  (19)  and  r 
eter  (24).  Air  chamber  (25)  permits  easy 
applied  on  membrane  (20).  Through  tube 
exterior,  the  pressure  may  be  decreased. 


back  to  the  pump.  The 
the  large  T  Tube  (19)  is 
surface  of  membrane  (20) 

which  connects  with  the 
in  the  position  shown,  the 
ead  off  CD  mercury  manom- 

r^iulation  of  the  pressure 
(23)  which  is  open  to  the 


Fig.  2.  Artificial  arterial  system. 

Air  chamber  (IS),  as  described  by  Knowlton  and  Starling,  gives 
elasticity  to  the  arterial  ^Btem,  permitting  storage  of  ventricular  energy. 

A  modified  volume  flow  recorder  similar  to  one  previously  described' 
was  employed.  It  consists  primarily  of  a  three  way  connecting  tube 
fitted  with  a  graduated  stopcock.  The  horizontal  tube  (29)  is  short 
and  connects  with  the  source  of  liquid  to  be  measured.  It  joins  at  right 
angles  a  vertical  tube  (34)  which  contains  a  cork  Boat  and  glass  writing 
point  (26).  This  tube  connects  with  the  U-tube  (30)  which  is  fitted 
with  a  graduated  stopcock  (32).  The  opening  of  this  cock  is  on  a 
level  with  the  entering  tube   (29).     This  arrangement  permits  the 


>Ge8ell;  This  journal,  1915,  : 


iii,  402. 


d  by  Google 


272  ROBERT  A.   QESELL 

recording  of  Sows  from  zero  to  -a  flow  dependent  on  the  height  of  tube 
(34)  and  the  degree  to  which  the  cock  is  opened.  This  cock  is  threaded, 
and  the  block  so  marked  that  the  degree  of  opening  within  one-fourth 
of  a  turn  is  easily  read.  The  smaller  the  opraiing  the  more  delicate 
is  the  recorder.  A  position  of  the  cock  suitable  for  an  entire  experim^it 
is  quickly  found.  Should  a  change  be  necessary  the  cock  may  be  set  at 
any  known  position  and  the  recorder  calibrated  at  the  cloee  of  the 
experiment  for  the  positions  employed. 

This  recorder  has  certain  advantages  over  such  recorders  as  the 
tipping  bucket,  intermittent  siphons,  etc.  It  gives  a  continuous  record, 
and  consequently  is  quicker  in  indicating  the  moment  of  changed 
volume  flow.  It  shows  the  pulse  and  gives  an  index  to  the  individual 
ventricular  outputs. 

3.  Pneumatic  Blood  Pdmp  (see  fig,  3).  This  consists  of  a  system 
of  valves  in  connection  with  a  Woulfe's  bottle  which  has  three  openings 
— blood  outlet  (46),  blood  inlet  (47),  and' air  inlet  (48).  The  motive 
power  is  pulsatile  air  pressure  furnished  by  the  rotating  stop  cock  (39) 
connected  with  the  source  of  air  pressure  (40).  A  brass  tube  (36) 
passes  through  the  blood  inlet  (47).  This  tube  is  closed  at  the  lower 
end  and  its  walls  perforated  with  a  number  of  holes  which  are  covered 
on  the  outside  with  gold  beater's  skin  (37).  This  arrai^ement  per- 
mits blood  to  enter  but  not  to  leave  the  bottle  through  (36)  and  (47), 
The  source  of  blood  for  the  pump  is  the  overflow  and  volume  flow  (12) 
and  (34)  reaching  the  blood  inlet  by  funnel  (13)  and  tube  (35).  The 
outflow  tube  (46)  is  closed  above  and  open  below,  and  nearly  reaches 
the  bottom  of  the  bottle.  The  upper  half  of  the  tube  (43)  is  enclosed 
by  a  larger  tube  (42)  and  its  walls  perforated  and  covered  with  gold- 
beater's skin  (45).  This  arrangement  directs  the  flow  from  the  bottle 
through  tube  (1)  into  the  venous  reservoir  and  prevents  backflow  into 
the  bottle.  The  capacity  of  the  pump  with  a  given  air  pressure  de- 
pends upon  the  position  of  cock  (38) — that  is  on  the  relative  amount  of 
air  escaping  and  entering  the  bottle.  The  position  of  this  valve  and 
the  rate  of  revolution  of  valve  (39)  can  be  so  regulated  that  the  pressure 
in  the  Woulfe's  bottle  falls  to  zero  between  each  pulsation,  permitting 
a  free  inflow  of  blood  through  the  blood  inlet. 

OPEKATIVE    PROCEDURE 

Prior  to  the  experiment  a  large  dog  was  bled,  and  the  circulatory 
system  washed  out  with  Ringer's  solution,  until  the  volume  of  diluted 
blood  obtained  from  the  animal  amounted  to  1500  cc.  Thfe  blood  was 
defibrinated. 
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Fig.  3.  Pneumatic  blood  pump. 
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The  animal  to  be  experimented  upon  was  then  prepared.  Morphin 
and  ether  were  given.  The  heart  was  exposed,  and  artificial  respira- 
tion administered.  A  large  cannula  was  inserted  in  the  common 
carotid  artery  which  was  obatnieted  below  the  point  of  insertion.  All 
the  arteries  springing  from  the  arch  were  ligated  and  a  heavy  ligature 
passed  under  the  aorta  (but  not  tied)  just  distal  to  the  common  carotid. 
A  large  cannula  (14)  was  then  inserted  into  the  superior  vena  cava  and 
a  heavy  hgature  passed  under  the  inferior  vena  cava.  The  aunculo- 
ventricular  bundle  was  crushed  with  the  Erlanger  heart  clamp,  and  the 
clamp  removed  when  block  was  complete.  Arrangements  were  then 
made  to  record  either  arterial  or  left  intraventricular  pressure,  as  this 
is  a  necessary  index  to  the  working  condition  of  the  heart  in  the  heart- 
lung  preparation.  The  defibrinated  blood,  at  body  temperature,  was  set 
into  circulation  through  the  pump  and  venous  system  preparatory  to 
perfusion.  The  blood  circulating  in  the  animal  was  then  drawn  in 
the  following  way.  The  obstruction  below  the  arterial  cannula  was 
removed,  the  heavy  aortic  ligature  tied,  and  the  blood  allowed  to  pass 
without  resistance  through  (20)  and  out  at  (27),  figure  2.  This  blood 
was  defibrinated  and  used  in  the  experiment.  When  the  animal  was 
bled  the  ligature  on  the  inferior  vena  cava  was  tied,  and  the  blood  from 
the  venous  reservoir  allowed  to  enter  the  heart  through  the  superior 
vena  cava.  The  resistance  in  (20)  was  immediately  increased  to  ihe 
desired  level.  As  Starling  points  out,  the  nutrition  of  the  heart  depends 
on  the  resistance  offered  to  the  blood.  The  success  of  the  experiment, 
I  have  found,  depends  on  promptly  supplying  sufficient  venous  pressure 
and  arterial  resistance.  When  once  started  the  experiment  goes  on 
automatically  for  hours,  without  any  further  attention. 

Since  the  circulation  is  confined  to  the  heart  and  lungs  only,  the 
ether  was  now  withdrawn.  The  auricular  and  ventricular  contractions 
were  recorded  by  the  suspension  and  air  transmission  method.  Intra- 
ventricular and  arterial  pressures  were  recorded  with  the  Hiirthleipanom- 
eter,  venous  pressures  by  water  and  membrane  manometers.  The 
venous  pressures  were  taken  from  the  side  tube  of  cannula  (14)  figure  2. 

Intraventricular  pressure  was  recorded  with  the  aid  of  a  trocar 
cannula  previously  used  but  not  described.'  Cannulas  somewhat 
similar  have  been  devised'*  but  since  the  trocar  cannula  here  employed 
has  certain  pomts  of  structure  which  may  prove  valuable  to  others  it  is 

•  Gesell:  Thia  journal  1911,  xiix,  32. 

'  Straub:  Arch.  f.  d.  ges.  Physiol.,  1911,  cxliii,  69. 

'  Piper:  Arch.  t.  Anat.  u.  Phyaiol.,  1912,  343;  1913,  385. 
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shown  in  ^ure  4  in  its  parts  and  assembled.  It  consists  of  a  trocar  {A), 
a  cannula  (B),  a  three  way  stopcock  (C),  and  a  sleeve  wit^  disc  (D). 
The  trocar  (A)  fits  snugly  in  cannula  (B)  passiDg  through  and  locking 
stopcock  (C).  The  sleeve  is  threaded  to  fit  the  lower  threaded  end  of 
the  cannula.  Before  inserting  and  fixii^  the  trocar  cannula  in  posi- 
tion, it  is  assembled  as  shown  with  the  sleeve  turned  high  on  the  cannula. 
A  purse  string  suture  is  stitched  in  the  heart,  and  the  trocar  cannula 
passed  through  its  center.  The  free  ends  of  the  suture  are  passed 
through  a  slit  in  the  disc  running  from  the  periphery  to  the  sleeve  and 
tied  about  the  sleeve.  Holding  sleeve  and  disc  (D)  the  cannula  is 
then  turned  so  that  the  distance  (F)  equals  approximately  the  thickness 
of  the  ventricular  wall,  insuring  at  all  times  the  proper  position  of  the 
intraventricular  end  of  the  cannula.  Tube  {E)  is  connected  with  the 
mantnneter,  trocar 
{A)  withdrawn  to 
a  marked  point 
which  unlocks  the 
cook  but  still  ob- 
structs the  upper 
end  of  the  cannula; 
the  oock  is  turned 
and  the  trocar  com- 
pletely withdrawn. 
Changes  in  length 
of  ventricular  fiber 
were  recorded  and 
used  as  an  index 
to  ventricular  volume  changes,  due  to  ventricular  ^stole,  filling 
action  of  venous  pressure  and  auricular  systole.  The  complexity  of 
the  experiment  reqtiired  a  compact  myocardiograph.  The  piston 
myocardic^raph  shown  in  figure  5  waa  employed.  It  consists  of  a 
cylinder  and  piston  mounted  on  tubes  (A),  (B),  and  (C).  The  joint 
at  (A)  and  (B)  is  welded;  connecting  (A)  and  (C)  is  a  hinge  joint  per- 
mitting free  movement  in  the  plane  of  the  piston  stroke.  The  cylinder 
(E)  is  a  thin  turned  brass  tube,  adjustable  by  block  and  set  screw  to 
any  point  on  tube  (B).  Tube  (B)  is  flattened  on  one  side  to  fit  a  cor- 
responding flattened  surface  on  block  (F),  which  prevents  rotation  of 
the  cyhnder  on  tube  (B)  thereby  preveating  binding  of  the  piston.  The 
piston  myocardiograph  is  fastened  in  place  by  two  threaded  needles 
stitched  into  the  heart,  and  the  threads  slipped  under  the  needles  and 


Fig.  4.  Trocar  canoula. 
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tied  as  shown.  The  needlea  are  inserted  any  desired  distance  into  the 
tubes  (C)  and  (B),  and  fixed  with  set  screws  {G).  The  device  may  be 
suspended  by  a  light  spring  or  thread;  the  best  place  of  suspending  the 
whole  from  tube  (A)  is  soon  found  and  fixed  witii  colophonium. 
Cylinder  (E)  ia  then  connected  through  tube  (K)  by  rubber  tubing 
with  a  piston  recorder  which  records  the  changes  of  length  of  ventricular 
fiber. 

In  devising  this  piston  myocardiograph  effort  was  made  to  procure 
lightness,  compactness,  free  movement  and  easy  adjustment.  The 
instrument  does  not  interfere  with  the  action  of  the  heart  and  offers 
no  difficulties  if  the  piston 
recorder  is  properly  bal- 
anced and  freely  moveable. 
Time  was  marked  in  sec- 
onds and  fifths  of  seconds. 
The  rate  of  ventricular 
contraction  was  controlled 
by  unipolar  stimulation 
selecting  only  the  break 
shocks  with  a  rotary  stim- 
ulus selector.  It  was  pos- 
sible therefore,  to  study 
the  effect  of  auricular  sy- 
stole on  either  slowly  or 
rapidly  beating  ventricles. 
The  effects  of  auricular 
systole  were  studied  by 
annulling  or  modifying 
the  effectiveness  of  auricular  contraction  in  various  ways.  In  some 
cases  the  magnitude  and  rate  of  auricular  contraction  were  controlled 
by  faradic  stimulation  of  the  auricles  and  of  the  ve^us  nerve.  In 
other  cases  the  time  relation  of  auricular  to  ventricular  fystole  was 
changed,  by  the  production  of  auriculo-ventricular  interference  waves 
(see  fig.  6), 

To  produce  these  waves  the  ventricles  are  stimulated  at  approxi- 
mately the  rate  of  auricular  contraction.  The  more  closely  the  two 
rates  are  approximated  the  greater  the  number  of  cycles  in  the  inter- 
ference wave,  and  the  more  gradually  does  the  time  relation  of  auricular 
systole  to  ventricular  systole  shift.  In  figure  6  three  types  (A),  (B), 
and  (C)  of  interference  waves  are  represented.     In  each  type  the  upper 


Fig.  5.  Piston  myocardiograph. 
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row  of  equareB  represents  auricular  cycles,  the  lower  ventricular  cycles. 
The  black  squares  represent  auricular  and  ventricular  systoles  re- 
spectively; the  white  squares  auricular  and  ventricular  diastoles. 

Type  (B)  represents  an  interference  wave  in  which  auricular  and 
ventricular  rates  are  approximately  equal.  In  this  instance  there  are 
seven  auricular  to  six  ventricular  cycles.  Auricular  systole  (1)  is 
completely  stoppered  by  ventricular  systole  (1)  and  its  effects  therefore 
annulled.  Auricular  systole  (3)  occurs  at  the  optimiun  moment,  just 
completing  at  the  onset  of  ventricular  systole  (3).  The  followii^ 
auricular  systoles  shift  back  on  the  ventricultu  cycles  until  auricular 
^Btoles  (7)  and  (1)  are  again  completely  stoppered  by  ventricular 
systoles  (6)  and  (1)  respectively.  If  auricular  systole  is  important 
ventricular  efficiency  should  be  at  its  lowest  at  ventricular  systolee 
(1)  and  (7),  and  at  its  highest  at  ventricular  systole  (3).  Such  is  the 
caae. 

In  addition  to  the  type  (B)  two  other  types  of  interference  waves,  (A) 
and  (C),  proved  of  value  in  analyzing  the  effects  of  auricular  systole. 
In  type  {A)  the  ventricular  rate  is  approximately  twice  the  auricular 
rate  and  in  type  (C)  about  half  the  rate. 

Longer  interference  waves,  with  a  greater  number  of  auricular  and 
ventricular  cycles,  permit  minute  and  progressive  changes  of  effective- 
ness of  auricular  systole  and  therefore  offer  exceptional  opportunities 
for  studying  the  effects  of  auricular  contraction  on  ventricular  efficiency. 

Since  magnitude  of  venous  pressure  might  influence  the  relative 
importance  of  auricular  systole  this  point  was  studied  by  varying 
venous  pressure  while  interference  waves  were  occurring. 

The  relative  filling  effects  of  venous  pressure  and  auricular  systole 
m^ht  vary  in  the  case  of  the  thin  walled  right  ventricle  and  the  thick 
walled  left  ventricle.  With  this  point  in  mind,  simultaneous  records 
of  right  and  left  ventricular  tension  were  made  in  several  experiments. 


Since  the  production  of  auriculo-ventricular  interference  waves 
permits  either  annulhnent  of  the  function  of  auricular  systole  or  the 
placing  of  auricular  systole  in  its  most  effective  position  in  ventric- 
ular cycle,  this  method  gives  maximum  value  to  the  importance  of 
auricular  syatole  for  ventricular  efficiency.  Records  obtained  in  the 
course  of  such  waves  are  shown  in  figs.  7,  15,  16  and  17.  Data  obtained 
from  waves  under  varying  conditions  are  given  in   Table  I.     The 
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rhythmical  changes,  due  to  varying  effectiveness  of  auricular  systole,  od 
the  auricular  and  ventricular  suspension  tracings,  the  myocardio- 
graph,  venous  pulse,  volume  output,  intraventricular  and  arterial 
tension  tracings  all  give  evidence  of  the  influence  of  auricular  contrac- 
tion and  permit  the  study  of  auricular  contraction  from  several  points 
of  view. 

Amplitude  of  auricular  contraction,  as  represented  by  the  auricular 
Buspension  tracing,  is  an  index  to  the  amount  of  blood  propelled  by 
auricular  systole.  If  auricular  systole  occurs  during  ventricular  dia- 
stole the  auricular  contents  is  readily  passed  into  the  ventricles  and 
auriculai'  amphtude  is  large.  If  auricular  systole  is  stoppered  by 
ventricular  systole  the  amplitude  is  small.  This  is  well  shown  in 
figure  17. 
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Intra-ventricular  tension  tracings  show  fluctuations  of  both  initial 
and  final  tension  resulting  from  altered  auricular  effectiveness.  See 
figure  16.  The  volume  output  tracings  show  only  indirectly  the  eSecte 
of  auricular  contraction. 

Table  I  shows  the  minimum  left  ventricular  systolic  tension  and 
volume  output  obtaining  at  the  trough  of  an  interference  wave— at 
such  a  time,  the  tension  and  output  are  maintained  by  venous  pressure 
alone.  It  also  shows  the  tension  and  output  obtaining  at  the  crest  of 
the  same  wave — the  tension  and  output  maintained  by  venous  pressure 
and  auricular  systole  of  maximum  effectiveness.  The  last  column  in 
the  table  gives  the  relative  importance  of  auricular  systole,  that  is  the 
percentage  increase  of  ventricular  efficiency  over  that  maintained  by 
the  filling  action  of  venous  pressure  alone. 

The  interpretation  of  these  results  is  the  primary  object  of  this 
research. 
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It  has  been  suggested'  that  previous  results  obtained  from  inter- 
ference waves  might  be  adequately  explained  by  variations  of  imper- 
fection of  valvular  action.  The  possibility  of  disturbed  valvular 
action  accounting  in  part  for  the  results  obtained  was  pointed  out  at 
the  time,"  but  was  not  considered  important.  But  unless  the  degree 
of  disturbed  valvular  action  is  determined,-  a  careful  analysis  of  other 
secondary  factors  is  impossible.  It,  therefore,  seemed  advisable  to 
study  the  relation  of  regurgitation  to  the  results  obtained. 

Auricular  aystole  immediately  preceding  ventricular  systole  may 
bring  about  better  valve  closure  than  venous  pressure  alone,  thereby 
preventing  regurgitation.  But  if  the  primary  function  of  auricular 
systole  is  to  insure  perfect  valve  closure,  amplitude  of  auricular  systole 
presumably  would  have  little  effect  on  ventricular  efficiency,  provided 
auricular  sjmtole  constantly  precedes  ventricular  systole  by  the  normal 
time  interval.  It  has  been  shown  in  the  case  of  the  turtle's  heart,  that 
as  the  auricles  undergo  tonus  oscillations,  ventricular  output  varies 
directly  as  the  amplitude  of  auricular  ^stole.  Thoi^h  these  experi- 
ments minimize  the  factor  of  disturbed  valvular  action  in  the  mammalian 
experiments  cited  and  emphasize  the  importance  of  ventricular  filling, 
there  might  be  some  objection  to  applying  the  results  directly  to  cardio- 
dynamics  in  the  mammalian  heart.  Valvular  action  was  therefore 
further  studied  in  the  dog's  heart.  It  seemed  that  the  venous  pulse 
would  offer  the  best  means  for  detecting  the  extent  of  regurgitation. 
This  method  was  used,  and  in  most  instances  a  membrane  manometer 
was  employed  to  record  the  venous  pressures. 

The  first  experiments  were  planned  with  the  object  of  determining 
whether  auricular  systole  is  necessary  for  perfect  valvular  action. 
This  was  done  by  stimulating  the  vagus  nerve  in  the  course  of  an  inter- 
ference wave,  see  figure  8.  (A)  to  (B)  represents  an  interference  wave 
of  the  type  (C),  figure  6,  in  which  the  auricular  rate  is  approximately 
twice  the  ventricular  rate.  The  beginnings  of  auricular  systoles  are 
set  ofiF  on  the  venous  pulse  tracings  by  the  upper  vertical  lines,  ventri- 
cular systole  by  the  lower  lines.  Note  the  varying  height  of  the  venous 
waves  and  that  the  highest  waves  occur  during  interference  of  auricular 
and  ventricular  systole.  These  high  positive  venous  waves  occurring 
during  interference  may  have  two  causes;  back  pressure  from  stoppered 
auricular  systoles,  and  regurgitation  at  the  onset  of  ventricular  systole. 
By  inhibiting  the  auricles  the  first  cause  is  removed  and  any  positive 

;  Heart,  1912,  iv,  6S. 
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waves  muBt  therefore  have  another  explanation.  During  complete 
inhibition,  positive  waves  Bynchronous  with  ventricular  systole  do  occur, 
but  are  of  too  small  amplitude  and  too  slow  formation  to  be  accounted 
for  by  r^urgitation  from  the  powerful  ventricular  contraction.  The 
waves  probably  are  due  to  the  usual  n^ative  and  positive  pressures 
obtaining  during  early  ventricular  diastole  and  late  ventricular  diastole 
just  prior  to  auricular  systole.  Under  the  conditions  given,  auricular 
iqmtole  does  not  seem  necessary  to  insure  perfect  valvular  action. 

The  next  question  is:  Can  auricular  systole  abnormally  placed  in  the 
ventricular  cycle  disturb  valvular  action  and  permit  appreciable 
regurgitation?  Such  disturbance  would  be  most  apt  to  occur  during 
partial  interference  of  auricular  and  ventricular  systoles.  Such  dis- 
turbaiice  may  be  analyzed  from  two  points  of  view;  one  in  which 
ventricular  systole  is  in  progress  at  Qie  onset  of  auricular  systole  and 
the  other  in  which  auricular  systole  is  in  progress  at  the  onset  of  ven- 


Fig.  8.  Interference  wave  Type  C.  Fig.  6  followed  by  vagus  atimuUtion. 
A..  Auricular  contractions;  V.,  venous  pulee.  Auricular  systoles  are  marked 
off  OQ  venous  pulse  above,  ventricular  systole  below. 

tricular  systole,  see  figure  9.  Here  ventricular  and  auricular  systoles 
are  set  off  on  the  venous  pulse  obtained  in  the  course  of  an  interference 
wave  of  15  auricular  and  16  ventricular  cycles.  Ventricular  systoles 
are  enclosed  in  brackets  above,  auricular  systoles  in  the  short  lines  below. 
Examination  of  this  record  shows  that  in  every  case  the  positive  wave 
follows  auricular  systole  by  a  short  interval  of  time,  that  the  wave 
increases  in  size  only  when  auricular  and  ventricular  sjrstole  begin  to 
interfere,  and  that  the  amplitude  of  the  wave  depends  upon  the  extent 
of  interference.  Auricular  systoles  (12,  13,  and  14)  occurring  during 
ventricular  diastole,  produce  the  smallest  waves,  while  auricular  systoles 
(4,  5  and  6)  completely  stoppered,  produce  the  largest  waves. 

If  ventricular  systole  is  in  progress  at  the  onset  of  auricular  systole 
the  positive  wave  does  not  occur  until  the  onset  of  auricular  systole — 
indicating  again  that  auricular  systole  is  not  essential  to  perfect  valve 
closure,  (see  ventricular  contractions  4,  5,  6  and  7).  The  positive 
waves  in  these  instances  are  clearly  of  auricular  origin. 
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But  when  auricular  systole  is  in  prt^ress  at  the  onset  of  ventricular 
systole,  the  opportunity  for  regurgitation  is  greater.  Whether  re- 
gurgitation occurs  under  such  conditions  is  difficult  to  determine  de- 
finitely for  a  positive  wave  would  result  the  moment  both  systoles 
were  in  progress,  whether  regurgitation  occurred  or  not.  Even  under 
these  adverse  conditions  valvular  action  is  not  appreciably  disturbed, 
(see  auricular  systoles  0,  1,  2,  and  3,  and  15  and  16).  Since  ventricular 
systole  is  more  powerful  than  auricular  systole,  it  might  be  expected 
that  any  appreciable  regurgitation  would  have  a  marked  effect  on  the 
venous  pulse.  Careful  examination  of  auricular,  myocardiograph  and 
tension  tracings,  however,  gives  occasional  indication  that  some  re- 
gurgitation may  occur  in  one  or  two  ventricular  cycles  in  tjie  course  of 
a  single  interference  wave.  But  whether  such  occasional  regurgitation 
occurs  or  not  matters  httle  with  the  interpretation  of  results  obtained 
from  interference  waves  as  will  be  seen  in  the  following  section. 


Fig.  9.  Venous  pulse  tracing  taken  in  the  course  of  aa  interference  wave. 
Ventricular  systoles  are  set  ofT  above,  auricular  systoles  below. 

Intebfehence  Waves.  We  can  gauge  the  extent  of  regurgitation 
by  another  method  of  analysis,  namely,  by  noting  the  intraventricular 
pressure  obtaining  in  various  phases  of  interference  waves.  Two  types 
of  interference  waves  in  which  auricular  and  ventricular  rates  ore 
closely  approximated  can  be  produced;  one  in  which  auricular  rate  is 
slower,  and  the  other  faster  than  ventricular  rate.  These  two  types 
are  shown  in  figure  10.  In  the  upper  interference  wave  there  are  21 
auricular  cycles  to  22  ventricular  cycles.  In  this  type  auricular  systole 
shifts  forward  in  ventricular  cycle.  In  the  lower  wave  there  are  22 
auricular  and  21  ventricular  cycles.  In  these  waves  auricular  sytole 
shifts  backward  in  ventricular  cycle. 

In  each  case,  the  upper  blocks  represent  auricular  cycles,  the  lower 
ventricular  cycles-  The  black  solid  blocks  represent  auricular  and 
ventricular  diastoles. 
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Assuming  that  auricular  systole  has  aa  enhancing  effect  on  ven- 
tricular efficiency,  and  that  this  enhancing , effect  increaaes  with  the 
approximation  of  auricular  systole  to  the  normal  position  in  ventricular 
cycle,  and  that  r^urgitation  is  not  an  important  factor  the  curve  of 
ventricular  efficiency  may  be  theoretically  plotted  for  the  two  types  of 
waves.  The  recorded  intra-ventricular  tension  rather  than  the  ventric-. 
ular  output  is  compared  with  the  plotted  curve,  because  the  tenaion 
record  is  quickest  to  indicate  changing  ventricular  efficiency.  The 
shape  of  the  efficiency  curve  varies  in  the  two  types,  and  is  of  value  in 
the  interpretation  of  results. 

If  auricular  systoles  are  completely  stoppered,  venous  pressure  is 
the  only  filling  force.  This  force  is  constant  and,  therefore,  during 
this  period,  a  constant  level  of  ventricular  efficiency  should  be  main- 
tained as  shown  by  lines  (AB)  and  UV),  as  auricular  systole  advances 
or  recedes  the  curve  should  follow  two  different  courses.  This  course 
depends  on  a  number  of  factors,  the  discussion  of  which  would  be  too 
lengthy  for  this  paper.  Briefly  stated,  it  depends  primarily  upon  the 
duration  of  auricular  systole  and  the  relative  duration  of  ventricular 
^^tole  and  ventricular  diastole  and  whether  auricular  systole  is  advanc- 
ing or  receding  in  ventricular  cycle.  Ventricular  diastole  usually  is 
considerably  longer  than  ventricular  systole  and  that  relation  is  shown 
in  the  diagram.  The  only  difference  between  the  two  waves  is  the 
direction  in  which  auricular  systole  is  shifting.  In  the  upper  wave 
auricular  systole  is  advancing.  The  effect  of  auricular  systole  (3)  is 
annulled.     Auricular  systole  (18)  is  at  its  optimum  position.     In  the 

15  intervening  cycles  auricular  systole  gradually  shifts  from  a  position 
of  complete  annullment  to  that  of  maximum  efficiency.  Ventricular 
efficiency  for  this  period  is  therefore  represented  by  a  gradual  incline 
{BC).  Following  auricular  systole  (18)  auricular  systole  shifts  from  a 
position  of  maximum  to  one  of  minimum  efficiency  in  only  4  cycles 
as  represented  by  the  sudden  drop  to  the  horizontal  (CA) . 

The  plotted  curve  corresponds  closely  with  the  experimental  results 
obtained,  see  ^^re  16. 

In  the  lower  wave  the  reverse  conditions  obtain.  From  the  constant 
efficiency  maintained  by  venous  pressure  (f/  io  V)  auricular  systole 
shifts  in  4  cycles  (1  to  5)  from  minimum  to  maximum  efficiency  and  in 

16  cycles  from  maximum  to  minimum  efficiency.  The  curve  plotted 
corresponds  approximately  with  the  experimental  results  obtained. 

In  connection  with  the  question  of  regurgitation  the  sudden  drop 
of  the  curve  (C  to  A)  in  the  upper  wave  m^ht  in  part  be  accounted  for 
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by  imperfect  valve  action;  for  here  auricular  and  ventricular  systole  are 
most  dangerously  interfering,  i.e.,  ventricular  systole  begins  while  auric- 
ular systole  is  still  in  progress.  The  auricular  valvee  must  therefore 
be  open.  But  in  interference  waves  of  type  II,  period  (U  to  V)  va 
which  auricular  and  ventricular  systole  have  the  same  relation  and  offer 
similar  opportunity  for  regurgitation,  the  final  intraventricular  tension 
does  not  drop,  but  shows  a  rise,  (V  to  Tf)  as  sudden  as  the  fall  (C  to  A) 
in  type  I.  If  regut^tation  does  occur  it  does  not  keep  pace  with  the 
enhancing  effects  of  filling  due  to  the  partially  stoppered  auricular 
systoles.  In  no  case  does  the  intraventricular  tension  during  the  periods 
in  which  disturbed  valvular  action  could  occur  fall  below  that  main- 
tained by  venous  pressure  alone  (period  A  to  B,  and  U  to  V).  The 
oscillations  in  output  and  tension  must  therefore  be  explained  by  fac- 
tors other  than  disturbed  valvular  action,  i.e.,  to  the  enhancing  effects 
secondary  to  the  increased  ventricular  filling. 

Filling  Effect  of  Auricular  Systole.  If  valvular  action  is 
neither  dependent  on,  nor  disturbed  by  auricular  systole,  the  effects  of 
auricular  systole  must  be  due  to  increased  ventricular  filling.  Myo- 
cardiograph  records  show  the  filling  effect  to  be  considerable,  (see 
lower  tracing  ^.llXEtoF).  This  is  a myocardiograph  tracii^  of  the 
ventricle  with  the  heart  in  complete  block.  The  ventricles  are  initia- 
ting their  own  rhythm  of  approximately  one  ventricular  to  three  auric- 
ular cycles.  The  first  sudden  increase  of  ventricular  volume  is  due 
to  the  filling  action  of  venous  pressure  or  to  auricular  systole,  dependii^ 
upon  whether  or  not  auricular  contraction  is  in  prioress  at  the  onset  of 
ventricular  relaxation.  The  venous  pressure  in  this  instance  was  4.5 
cm.  of  blood.  The  succeeding  stepUke  increases  are  due  in  each  case  to 
the  filling  action  of  auricular  systole.  Note  the  relative  importance  of 
the  two  filUng  forces  and  the  permanence  of  the  filhi^  due  to  auricular 
systole. 

'  The  filling  effect  is  brot^ht  out  stiU  better  in  the  myocardiograph 
b-acing  of  figure  II  (K)  in  which  the  auricles  are  inhibited  by  vagus 
stimulation,  one  escaped  auricular  contraction  occurring.  The  only 
filling  force  is  venous  pressure,  with  the  exception  of  one  ventricular 
cycle,  in  which  venous  pressure  and  auricular  systole  both  are  effective. 
The  venous  pressure  is  5  cm.  of  blood,  the  ventricular  rate  72  per  min- 
ute. Keeping  in  mind  the  surface-volume  relation  it  would  appear 
that  the  degree  of  filling  due  to  auricular  systole  is  even  greater  than 
that  due  to  venous  pressure.  The  record  is  of  particular  value  in  that 
the  venous  pressure  is  relatively  high  and  the  ventricular  rate  slow 
— offering  ample  opportunity  for  filling  by  venous  pressure. 
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other  points  of  interest  in  connection  with  this  record  axe  the  in- 
creased duration  of  contraction,  the  increased  final  tension  and  the 
failure  of  the  ventricle  to  reach  its  preceding  final  volume — all  ae  a 
result  of  the  escaped  auricular  contraction. 

Though  the  output  of  this  ventricular  systole  is  considerably  in- 
creased, the  final  volume  is  greater  than  that  of  the  preceding  ventri- 
cular systoles.  With  this  in  mind,  changes  in  ventricular  volume  other 
than  those  occurring  with  each  auricular  systole  may  be  considered  in 
connection  with  interference  waves  (see  myocardiograph  tracing  of 
figure  7).  In  addition  to  the  sudden  volume  increase  accompanying 
auricular  systole  more  gradual  oscillations  of  both  initial  and  final 
volume  occur  rhythmically  with  each  interference  wave.  At  (A),  (C), 
and  (F)  auricular  systoles  are  stoppered  and  the  ventricles  filled  by  ven- 
ous pressure  atone.  At  (B),  (D),  and  (E)  the  auricles  are  free  to  inject 
additional  blood  into  the  ventricles.  While  the  effect  of  auricular 
systole  is  annulled,  initial  and  final  volume  are  at  their  minimum. 
Where  auricular  Eiystole  has  maximum  efficiency  the  initial  and  final 
volumes  are  largest.  The  increase  of  initial  and  final  volume  trorn  (A) 
to  (B)  is  due  to  the  increasing  effectiveness  of  auricular  systole  and  to 
the  increasing  failure  of  the  ventricles  to  empty  themselves  completely. 
i.e.,  the  auricular  systole  furnishes  the  ventricles  with  more  blood  than 
they  can  handle.  Accumulation  of  blood  in  the  ventricles  Uierefore 
occurs.  The  record  shows  that  the  greater  the  initial  volume  the  more 
poorly  do  the  ventricles  empty  themselves,  and  vice  versa,  the  smaller 
the  initial  volume  the  more  completely  do  they  empty.  But  even  at 
(C)  where  the  ventricles  were  moderately  filled  they  fail  to  empty 
themselves  completely.  Such  records  show  that  ventricular  volume 
per  se  is  not  the  factor  determining  ventricular  efficiency;  but  that  the 
secondary  factors  accompanying  the  volume  changes  determine  this 
primarily. 

Though  the  volume  output  increases  with  increasing  volume,  the 
enhancing  effects  of  the  secondary  factors  are  not  sufficient  to  maintain 
the  final  volume  obtaining  during  poorer  ventricular  filling. 

ANALYSIS  OF  ENUANCINO    FACTORS  ACCOMPANYING  INCREASep  VKNTRIC- 
TJLAR  VOLUUB 

The  slow  oscillations  of  volume,  noted  in  fig.  7,  resemble  the  volume 
changes  described  by   Patterson,   Piper  and    Starlii^,"   but    have  a 

"  Patterson,  Piper  and  Starling;  Journ.  Physiol.,  1914,  xlviii,465. 
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somewhat  differeot  origin.  These  observers  find  that  any  condition 
which  increases  the  demands  on  the  heart,  whether  it  be  increased 
capillary  resistance  or  increased  venous  pressure,  produces  increased 
ventricular  volume  which  in  turn  is  accompanied  by  increased  ventric- 
ular efficiency.  In  view  of  the  relation  of  length  of  muscle  fiber  to 
strength  of  contraction  they  see  in  this  reaction  a  r^ulative  mechan- 
ism by  which  the  blood  accumulates  in  the  heart  until  the  length  of  ven- 
tricular fiber  (strength  of  contraction)  is  great  enough  to  meet  the  new 
demands.    To  quote  from  them:  •  ■ 

We  thus  find  no  constant  connection  between  the  diastolic  tension  and  the 
succeeding  contraction,  though  as  a  rule  these  two  quantities  will  be  altered 
U^ther.  But  we  do  find  a  direct  proportion  between  the  diastolic  volume  of 
the  heart  (i.e.,  the  length  of  its  muscle  fibers)  and  the  energy  set  free  in  the  fol- 
lowing systole. 

Further 

We  see  from  these  tracings  that  an  invariable  condition  of  increased  contractile 
stress  is  increased  initial  length  of  muscle  fiber.  This  may  be  accompanied  or 
brought  about  by  increase  in  the  initial  tension  of  the  muscle  fiber,  but  the  two 
conditiouB  are  not  invariably  connected,  and  we  shall  find  later  other  cases  in 
which  length  varying  without  changes  in  tension  has  brought  about  its  proper 
effect  on  the  strength  of  contraction  of  muscle. 

■  From  the  above  it  is  obvious  that  these  invest^tors  consider  length 
of  ventricular  muscle  as  the  factor  of  primary  importance.  They  do 
not  look  upon  initial  intraventricular  tension  as  exerting  an  influence 
on  ventricular  contraction. 

The  contemporaneous  work  of  Straub'*  lays .  stress  U[>on  another 
factor.  Employing  the  same  methods  as  Patterson,  Piper  and  Starling, 
and  making  some  of  the  same  fundamental  observations  Straub  arrives 
at  entirely  different  conclusions.  Finding  ventricular  diastolic  tension, 
as  well  as  ventricular  diastoUc 'volume  to  increase  with  increased  de- 
mands on  the  heart,  he  attributes  the  accompanyipg  increased  ven- 
tricular efficiency  to  increased  initial  tension.  In  other  words  he  con- 
siders variation  of  initial  tension  as  the  regulative  mechanism  of  cardiac 
efficiency.    He  states; 

Wie  die  Druckkurve  ausweist,  bedeutet  bei  unseren  Versuchsbedingungen  die 
vermehrte  AnfangafUllung  eine  vermehrte  Anfangsspannung,  d.  h.  der  diastoliche 
Mintmaldruck  ist  gestiegen.    In  diesen  Vennehrungen  der  Anfangsspannung 

"Straub:  Deutsch.  Arch.  f.  klin.  Med.  1914,  exv,  531. 
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liegt  ntm  d«r  Qrund,  der  die  AnpauuDg  des  HernnuBkela  ma  die  erhAhte  Ubor- 
lastung  ermOglicht.  '  Mit  erhOhte  Anfangupumung  wird  n&ch  den  Zuckimgs- 
gesetiea  dea  SkelettmuskelB  UDd  dee  FroBchhenventrikels  du  Dnickmaximum 
erii&ht,  d.  h.  derVentrikel  leistet  Bofort  erhOhte Arbeit  und  iat  Dunmehr  imatftDde 
dae  g*nie  SchUgvolume  gegen  den  vermehrten  Wiederatand  auaiuwerfen. 

From  these  quotatioDS  it  is  obvious  that  the  views  conceming  the 
relative  effects  of  initial  length  and  initial  tension  of  muscle  fiber  on 
eontraction  are  still  divided,  and  each  factor  has  been  considered  as  a 
means  of  regulating  cardiac  efficiency.  It  therefore  seemed  to  the 
point  to  determine  if  pos^ble  the  relative  importance  of  these  factors 
in  contraction  of  cardiac  muscle. 

If  the  load  of  striated  muscle  is  increased  the  work  performed  in- 
creases  in  a  definite  fashion.  If  the  muscle  is  afterloaded  initial  length 
and  initial  tension  remain  constant;  if  not  afterloaded,  initial  length 
and  initial  tension  increase  with  each  increase  of  load.  The  greater 
efficiency  per  given  load  in  the  second  case  has  been  attributed  with 
equal  emphasis  to  increased  initial  length  and  to  increased  initial  tension. 
But  in  such  experiments  the  two  factors  vary  together.  The  difficulty 
of  detemuDing  the  relative  importance  of  each  is  evident. 

The  properties  of  the  auricular  muscle  of  the  turtle  permit  independent 
variation  of  initial  length  and  initial  tension  and  therefore  offers  an 
opportunity  of  separate  analysis  of  these  two  factors,  in  simple  experi- 
ments with  conditions  under  easy  control.  In  such  experiments  we 
may  keep  the  actual  as  well  as  the  filling  tension  constant  while  the 
length  of  fiber  changes,  and  we  find  increased  strength  of  contraction 
to  accompany  either  increased  length  of  fiber  while  initial  tension 
remains  constant  or  increased  tension  while  initial  let^h  remains 
constant. 

If  these  results  obtained  on  the  turtle's  auricle  can  be  applied  to  the 
mammalian  heart,  the  work  of  Patterson,  Piper  and  Starling  and  of 
Strauja  require  broader  interpretation.  It  would  seem  that  under 
conditions  in  which  initial  intraventricular  tension  is  low  and  varies 
but  little,  the  factor  of  initial  length  of  fiber  is  by  far  the  more  important 
of  the  two,  but  with  high  initial  tension  the  .factor  of  tension  may 
grow  in  importance.  But  the  interpretation  of  cardiodynamics  can- 
not be  limited  to  the  factors  of  initial  length  and  tension  of  the  muscle 
fiber  for  another  factor  comes  simultaneously  into  play.  This  factor 
is  the  surface-volume  relation  accompanying  volume  changes  of  the 
ventricle.  The  volume  of  a  growing  sphere  increases  more  rapidly 
than  the  surface.     If  we  consider  the  ventricle  as  roughly  spherical — 
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and  its  walU  the  surface — ^its  contents  t^e  volume,  the  importance  of 
this  Hurface-volume  relation  is  evident.  It  means  that  the  greater  the 
ventricular  volume  the  greater  the  output  per  unit  length  of  muscle 
shortening. 

At  least  three  factors  are  important  in  r^ulating  the  efficiency  of 
the  heart.  When  the  demands  on  the  heart  areincreased,  ventricular 
voliune  increases  until  the  enhancing  factors  of  initial  length  of  fiber, 
initial  tension  of  fiber  and  the  surface — volume  relation  meet  the  new 
demands. 

(A)  Lbnqth  of  Fibeb.  Length  of  fiber  is  the  important  factor 
determining  the  liberation  of  contractile  energy.  In  the  present  experi- 
ments the  final  intraventricular  t^ision  was  used  as  the  gauge  to' 
strength  of  contraction.  Since  the  tension  developed  depends  on  the 
amount  of  blood  forced  through  the  given  resistance  per  unit  of  time, 
the  tension  developed  may  not  depend  entirely  upon  the  amount  of 
energy  liberated  but  also  upon  the  maimer  in  which  it  is  utilized,  for 
instance  the  amount  of  muscle  shortening  and  the  effectiveness  of  the 
^ven  shortening  which  occius  with  various  initial  volumes.  Strength 
of  contraction  or  tension  developed  may  therefore  be  a  factor  of  "initial 
volume-length"  rather  than  initial  length  alone.  This  term,  "initial 
volume-length"  will  therefore  be  used  to  designate  these  factors;  but 
where  the  factors  of  volume  or  length  are  specifically  in  question  they 
alone  will  be  mentioned. 

For  simplicity  the  factor  of  initial  length  will  be  arbitrarily  considered 
alone  in  two  given  cases. 

In  the  course  of  many  interference  waves  produced  in  these  experi- 
ments, initial  Tight  intraventricular  tension  varied  but  little  as  a  result 
of  varying  effectiveness  of  right  auriculu'  systole;  but  the  usual  oscil- 
lations of  initial  length  of  ventricular  fiber  occurred.  In  such  cases  the 
final  tension  developed  varied  direcUy  as  the  initial  length  of  fiber, 
agreeing  with  the  results  obtained  on  turtle's  auricular  muscle  (see 
tracing  R.V.,  fig.  7). 

The  same  relation  of  final  tension  to  initial  length  of  fiber  is  also 
displayed  by  the  left  ventricle.  During  certain  periods  of  the  inter- 
ference waves  the  left  intraventricular  initial  tension  may  remain 
constant  for  a  number  of  cycles  though  a  decrease  of  initial  length  of 
fiber  occurs.  (See  fig.  16).  In  such  instances  too,  the  final  tension 
varies  directly  as  the  initial  length  of  fiber.  But,  as  will  appear  later, 
initial  length  of  fiber  is  not  the  only  factor  determining  the  strength  of  a 
given  contraction.     The  factora  of  initial  volume,  and  surface-volume 
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relation  accompanying  volume  cbai^es  may  influence  the  enei^  liber- 
ated  in  a  given  contraction,  the  effectiveness  of  the  liberated  enei^ 
and  also  the  effectiveness  of  muBcle  shortening.  It  is  wdl,  therefore, 
to  look  upon  the  changes  of  final  tension  as  A  volume  length  effect 
rather  than  length  alone. 

Experiments  on  the  auricle  of  the  turtle  showed  duration  of  any 
given  contractile  tension  as  well  aa  magnitude  of  final  tension  to  be 
increased  by  increased  initial  length  of  fiber.  With  the  conditions 
obtaining  in  the  present  experiments  increasing  initial  volume-length 
increased  duration  as  well  as  strength  of  contraction  (see  fig.  12  which 
shows  left  intraventricular  tension  curves  only).  Curves  (^4,  1  and  2) 
were  taken  from  an  interfwence  wave  with  volume-length  at  its  maxi- 
mum and  minimum  respectively,  that  is,  when  auricular  systole  was  at 
maximum  and  minimum  efficiency.  In  this  particular  instance  the 
increased  duration  of  contraction  is  relatively  greater  than  the  cor- 
responding increased  magnitude  of  tension,  a  factor  of  no  little  signi- 
ficance. This  increased  duration  of  contraction  comes  out  even  more 
clearly  in  curves  (B  1  and  2  fig.  12),  in  which  there  is  only  one  auricular 
to  two  ventricular  cycles.  For  ventricular  cycle  (B,  1,  fig.  12)  the 
ventricle  is  filled  by  venous  pressure  and  auricular  systole  for  (B,  2) 
by  venous  pressure  alone.  These  cycles  (B,  1  and  2)  correspond 
approximately  to  vientricular  cycles  (A,  10  and  11,  fig.  6).  The  diffei^ 
ence  in  duration  of  contraction  in  the  case  of  cycles  (B,  3  and  4,  fig.  12) 
is  not  so  great.  These  cycles  correspond  approximately  to  cycles  (A,  8 
and  9,  fig.  6),  which  explains  the  difference. 

The  practical  significance  of  increased  duration  of  contraction  as 
well  as  strength  of  contraction  imder  physiological  and  pathological 
conditions  need  scarcely  be  pointed  out  in  this  paper. 
.  The  relation  of  strength  and  duration  of  contraction  as  affected  by 
volume  length  will  be  further  elucidated  in  the  section  on  surface- 
volume  relation. 

(B)  Initial  Tension.  In  this  work,  in  no  instance  was  initial  ten- 
sion the  only  varying  factor,  and  no  definite  data  concerning  the  effect 
of  initial  tension  on  ventricular  contraction  was  obtainable.  The 
significance  of  initial  tension  in  relation  to  cardiodynamicB  must  neces- 
sarily be  a  matter  of  inference.  But  if  the  results  obtained  on  the  tur- 
tle's auricle  can  be  applied  to  the  mammalian  heart  it  is  evident  that 
initial  tension  might  at  times  be  an  enhancing  factor  of  some  importance. 
In  the  course  of  an  interference  wave  the  initial  left  intraventricular 
tension  varied  from  approximately  zero  to  20  mm.  Hg,  see  figure  15. 
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The  increase  of  initial  tension  is  due  in  part  to  the  increased  output  of 
t^e  right  heart  and  in  part  to  increasing  effectiveness  of  left  auricular 
systole.  Whatever  the  cause,  it  means  that  this  tension  ie  stored  in 
the  stretched  ventricular  muscle  during  diastole  as  potential  enei^. 
When  the  muscle  contracts  this  potential  energy  is  liberated  as  dynamic 
energy  and  is  effective  in  assisting  the  active  contraction  in  expelling 
the  blood.  In  addition  to  this  mechanical  factor  we  must  bear  in 
mind  a  possible  enhancing  effect  of  initial  tension  on  the  processes  of 
muscular  contraction. 


Fig.  12.  EfTect  of  auricular  systole  od  duration  and  strength  of  ventricular 
contraction.  A  and  B,  left  intraventricular  tension  curves  from  interference 
wavea  of  type  B  and  A,  figure  6  respectively. 

Patt«rson,  Piper  and  Starling  suggest  that  increased  initial  tension 
may  put  the  muscle  on  a  sl^t  stretch  taking  up  ventricular  slack  and 
thereby  minimizing  waste  contraction.  This  factor  is  probably  of  more 
significance  in  the  flaccid  right  ventricle  than  in  the  left  ventricle. 
A  further  suggestion  along  these  lines  might  be  ofEered.  The  ventricle 
tends  to  assume  a  more  spherical  shape  with  increased  intraventricular 
tension,  this  change  occurring  before  the  ventricle  decreases  in  volume. 
If  this  spherical  shape  could  be  produced  by  increased  initial  tension 
(auricular  systole  or  venous  pressure)   waste   contraction   would  be 
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decreased  still  more,  i.e.,  the  very  first  part  of  contraction  would  be 
effective  in  expelling  blood,  aad  the  rate  of  shortening  of  muscle  during 
the  first  part  of  contraction  would  be  decreased. 

It  would  be  of  interest  to  know  the  optimum  initial  tension  for  cardiac 
efficiency.  This  undoubtedly  depends  on  a  number  of  factors,  the 
elasticity  of  the  muscle,  the  relative  economy  with  which  t^e  muscle 
sustains  a  h^;h  constant  venous  pressure  and  the  rapid  short-lived 
tension  due  to  auricular  systole,  and  the  enhancing  effects  of  various 
tensions  on  active  contraction  itself.  It  has  been  suggested  that  the 
sarooplasm  may  under  certain  conditions  bear  the  constant  tension 
obtaining  between  the  clonic  contractions.  Other  suggestions  are 
found  in  the  literatiu-e  pointing  to  a  difference  in  the  metabolism  of 
sarcoplasm  and  of  the  fibrillae  of  muscle,  one  being  a  protein  metabolism, 
the  other  a  carbohydrate  metabolism.  It  is  likewise  stated  that  re- 
aistance  of  smooth  muscle  (which  possible  has  properties  similar  to 
sarcoplasm)  to  constant  tension  ie  very  economic.  If  the  above  is 
true  it  is  plausible  that  even  high  constant  initial  tension  resulting  from 
venous  pressure  might  have  an  enhancing  effect  on  muscular  contrao- 
tion.  But  the  short  duration  of  increased  initial  tension  produced  by 
auricular  systole  may  be  of  particular  value. 

(C)  Surface-Volume  Rblation.  The  relation  of  surface-volume 
to  cardiodynamics  may  be  considered  from  three  points  of  view. 

1.  Influence  on  the  effectiveness- of  a  given  contraction  (muscle 
shortening). 

2.  Influence  on  the  amount  of  contractile  energy  liberated  in  a  ^ven 
contraction. 

3.  Influence  on  the  effectiveness  with  which  the  given  liberated 
energy  in  utilized. 

1.  The  infiitence  of  surface  volume  relation  on  the  effectiveness  of  a 
Sfiven  contraction  will  be  considered  first,  for  it  will  at  the  same  time 
illustrate  what  is  meant  by  that  relation.  The  volume  of  a  sphere 
varies  as  the  cube  of  the  radius,  and  the  surface  area  of  i  sphere  as  the 
square  of  the  radius.  It  therefore  follows  that  the  volume  of  a  growing 
sphere  increases  more  rapidly  than  the  surface.  This  relation  is  shown 
in  Table  II  for  spheres  of  different  radii.  The  significance  of  this 
relation,  when  the  ventricular  walls  are  considered  as  the  surface  and 
the  contents  as  the  volume,  was  pointed  out  before,  and  is  illustrated 
by  quantitative  data  collected  in  Table  II  last  column : — the  decrease 
of  volume  per  unit  decrease  of  smface  area.  The  circumference-area 
relation  of  circles  is  similar  to  the  surface-volume  relation  of  spheres.    It 
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ia  tber^ore  siinpler  to  use  circles,  representing  sections  through  the 
ventricles,  to  show  diagramatically  the  significance  of  this  surface- 
volume  relation  (see  fig.  13). 

Id  one  instance  (A,  fig.  13)  the  ventricle  is  filled  to  a  radius  of  let  us 
say  3  cm.,  in  the  other  to  10  cm.  Gnuiting  in  case  (A)  that  the  ventric- 
ular fiber  (ventricular  ring)  shortens  one-third  its  initial  length  or  6  cm. 
it  contracts  to  a  circle  with  a  "volume"  of  12  cm.  The  output  is  16  cm. 
The  same  contraction  of  6  cm.  in  case  (B)  with  a  radius  of  10  cm.  pro- 
duces an  output  of  60  cm.  But  in  this  instance,  6  cm.  is  only  one-tenth 
of  the  circumference.  We  know  that  a  long  muscle  fiber  contracts 
much  more  than  a  short  muscle  fiber  and  should  the  ring  contract, 
one-third  its  length  as  in  case  (C)  the  volume  output  would  be  178  cm. 

The  application  of  this  relation  appears  in  the  myocardiograph 
tracing  of  figure  7.  At  (C)  and  (P)  where  initial  volume  is  smallest,  the 
magnitude  of  contraction  is  small,  and  ventricular  output  is  consequently 
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amall;  at  (£)  and  (CF)  where  initial  volume  is  greatest,  magnitude  of 
oontraction  is  also  greatest  and  the  output  therefore  ia  markedly 


An  increase  in  volume  correepondtag  with  radii  of  3  and  10  cm.  would 
be  extreme  in  normal  hearts,  but  such  an  ineiease  in  association  with 
the  change  from  a  normal  to  a  pathological  condition  is  met  with  and 
illustrates  how  adaptive  the  mechanism  of  dilatation  is,  especially 
when  considered  along  with  the  increasing  strength  of  contraction 
accompanying  volume  increase. 

Under  certain  experimental  conditions  the  volume  of  the  ventricles 
in  some  instances  probably  doubled  in  the  course  of  an  interference 
wave.  It  is  of  interest  to  analyze  the  effect  of  surface-volume  relation 
alone  associated  with  such  a  volume  change. 

Taking  a  ventricular  circle  with  a  radius  of  3  cm.,  a  circumference 
of  18  cm.,  and  a  "volume"  of  27  cm.  the  output  per  unit  shorteniog 
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of  muscle  is  1.5  cm.  Doubling  the  "volume"  produces  a  circle  with 
aradhiaof4.Icm.,  a  circumference  of  26  cm.,  and  a  "volume"  of  Mem, 
With  this  larger  initial  volume  the  output  per  unit  shortening  of  muscle 
is  2  cm,  an  increase  of  33  per  cent.  But  if  the  ring  contracts  in  pro- 
portion to  its  initial  length,  the  output  is  increased  30  per  cent.  An 
increase  of  this  magnitude  is  commonly  noted  in  the  course  of  an 
interference  wave. 

Making  the  same  assumptions  in  regard  to  ventriculAT  relaxation  as 
to  ventricular  contraction,  surface-volume  relation  should  enhance 
ventricular  fiUiog  by  venous  pressure  in  the  same  way  as  it  increases 
the  effectiveness  of  a  ^ven  contraction  of  muscle  during  systole. 


Fig.  13.  ReUtionof  surface  volume  toe&ectiveness  of  g:iveiiveittriculaTinuBcle 
flhortening.  lo  A  and  B  the  contraction  of  the  ring  is  equal  with  an  output  of 
16  and  60  cm.  repectively.  lu  C  contraction  is  proportional  to  that  in  A.  The 
output  is  16  and  178  cm.  respectively. 

Since  auricular  systole  increases  both  initial  and  final  ventricular 
volume  it  increases  ventricular  volume  in  two  ways:  (a)  Directly — 
by  injection  of  blood  into  the  ventricles;  (b)  Indirectly — by  supplying 
the  ventricles  with  more  blood  than  they  can  handle.  Final  ventricular 
volume  is  thereby  increased  and  this  increased  final  volume  in  itself 
increases  filing  by  venous  pressure. 

With  the  same  shortening  of  veutricular  musculature  in  two  different 
initial  volumes  the  relation  of  surface  volume  to  effectiveness  of  con- 
traction is  obvious.  This  relation  is  important  in  utilizing  the  increased 
energy  resulting  from  increased  length  of  ventricular  fiber.     For  example 
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ill  some  hearts  when  cardiac  demands  are  increased  by  i  creased  filling 
initial  volume  alone  is  markedly  changed,  final  volmne  may  remain 
more  nearly  constant.  That  is  the  ventricle  empties  itself  almost  as 
well  when  initial  volume  is  large  as  when  it  is  small.  Such  instances  are 
indicative  of  a  rapid  increase  in  strength  of  contraction  as  a  result  of 
increased  length  of  fiber.  If  there  were  no  means  of  utilizing  this 
strength  the  heart  would  be  emptied  before  contraction  was  completed. 
The  surface-volume  relation  i>revents  this.  Since  the  efficiency  of 
these  ventricles  varied  approximately  as  the  ventricular  volume,  it 
points  to  the  nice  adjustment  of  strength  of  contraction  and  ventricular 
volume  which  occurs  in  some  hearts  when  in  good  condition. 

B.  Infiuenee  of  surface  voiume  relation  on  Vie  amount  of  contractile 
energy  liberated  in  a  given  ctmtradion.  T^e  discussion  of  this  influence 
is  based  upon  the  work  of  Blix^*  and  Hill."  Blix  is  of  the  opinion  that 
the  amount  of  contractile  enei^  liberated  in  muscular  contraction  is  a 
function  of  the  exposed  area  of  certain  chemically  active  surfaces  within 
the  fibrillae  at  the  time  of  excitation.  This  would  make  initial  length 
of  fiber  the  strength  determining  factor.  Hill,  however,  believes  that 
the  processes  at  the  chemically  active  surfaces  producing  the  contrac- 
tile energy,  require  an  appreciable  time  for  their  completion,  therefore 
the  length  of  muscle  during  the  early  part  of  contraction  as  welt  as  the 
initial  length,  determines  the  contractile  energy  liberated  in  any  given 
contraction.  It  is  in  this,  connection  that  ventricular  volume  and  sur- 
face-volume relation  come  into  play  in  influencing  the  contractile 
energy  liberated.  The  influence  of  initial  length  alone  was  discussed 
before  on  page  291. 

As  was  pointed  out  by  Patterson,  I^per  and  Starling  increased  initial 
volume  by  increasii^  final  volume  would  in  itself  insure  increased 
length  of  fiber  throughout  contraction  thereby  increasing  strength  of 
contraction.  This  is  a  manifestation  of  surface-volume  rather  than  of 
volume  alone  and  therefore  becomes  of  increasing  importance  the 
more  poorly  the  ventricle  empties  itself.  But  in  many  instances  in 
which  the  ventricular  muscle  is  in  good  condition,  and  the  demands  on 
the  heart  are  increased,  final  volume,  as  indicated  by  the  myocardio- 
graph  tracing,  does  not  increase  nearly  as  rapidly  as  initial  volume,  i.e., 
the  ventricle  empties  itself  almost  as  well  when  initial  volume  is  large 
as  when  it  is  small.  This  means  that  the  secondary  enhancing  factors 
have  been  increased  by  increased  initial  volume  sufficiently  to  handle 

"  BlixT  Skaod  Arab-  f.  Physiol.,  1902,  xii,  52. 
"Hill:  Journ.  Phyeiol,,  1913,  xlvi,  434. 
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almost  perfectly  the  bkxxl  received  by  tlie  ventricles.  In  such  in- 
stances surface-volume  relation  rather  than  the  volume  itself  (final 
volume)  is  the  factor  of  importance  increasing  both  stren^  and  dura- 
tion of  contraction,  for  the  greater  the  ventricular  volume  the  greater 
the  output  per  unit  shortening  of  muscle.  But  with  a  given  contractile 
stress  there  is  a  limit  to  tne  output  per  unit  of  time  and  unless  this 
stress  is  disproportionately  increased  by  increased  length  of  ventricular 
fiber,  the  tendency  of  the  increased  volume,  though  the  muscle  may 
contract  to  its  minimum,  will  be  to  make  the  early  i>art  of  contraction 
isometric  and  in  that  way  increase  the  strength  and  duration  of  oon- 
traction. 

S.  It^luenoe  ^  surface  volume  relaiion  on  the  effecHvenesa  with  wkieh 
a  given  avaiiable  energy  is  utilized.  In  the  contraction  of  any  strip  of 
muscle  we  look  upon  the  liberation  of  contractile  energy  and  the  result- 
ing contractile  stress  as  running  a  parallel  course.  That  is  stress  is 
directly  proportional  to  the  liberated  contrsctile  energy.  This  is 
not  the  case  in  hollow  spheroid  contractile  oi^ns  lilte  the  heart  and 
was  taken  into  account  by  Stephen  Hales,  1733,'*  in  determining  the 
strength  of  ventricular  contraction.  In  the  case  of  a  muscle  strip,  we 
have  a  linear  pull  and  no  changing  muscle  surface  to  consider.  In  the 
heart  the  muscle  as  a  surface  must  support  the  developed  tendon.  It 
is  therefore  possible  in  the  course  of  systole  for  the  contractile  stress 
to  increase  though  the  contractile  energy  is  decreasing.  This  would  be 
dependent  on  the  relative  rates,  with  which  contractile  energy  and  the 
surface  over  which  this  energy  is  spread  decrease. 

The  form  of  the  tension  curve  produced  by  normal  ventricular  systole 
must  therefore  be  dependent  upon  these  two  factors  and  on  the  amount 
and  nature  of  the  peripheral  resistance." 

Assuming  the  ventricle  to  be  spherical,  and  computing  the  tension 
developed  under  isometric  conditions  for  different  initial  volumes,  but 
with  the  liberation  of  equal  amounts  of  contractile  energy,  we  obtain 
data  of  considerable  interest  in  relation  to  the  importance  of  the  internal 
surface  obtaining  with  different  volumes.    In  Tables  III  (A)  and  (B) 

"  Stephen  Hales;  Staticftl  Easays,  1733. 

"Ai  this  paper  goes  to  prees,  I  find  that  Patterson  and  Starling  in  a  foot- 
note previouety  overlooked  (Joum.  Phys.,  1914,  48,  3SS)  make  a  similar  sugges- 
tion concerning  the  fom  of  the  tenaioc  curve  and  alio  point  to  the  mechanical 
advantage  of  systole  resulting  from  decreased  surface.  In  the  present  paper, 
this  factor  is  discused  quantitatively  as  far  as  it  can  be,  and  is  considered  in 
connection  with  its  varying  importance  with  different  initial  volumes. 
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contractile  energy  Bufficient  to  produce  a  tension  of  100  mm.  Hg,  when 
the  ventricle  has  a  radius  of  3,1  cm.  ia  used  in  the  computation.  In 
Table  III  (A)  the  intraventricular  surface,  the  volume,  and  the  stress 
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developed  in  ventricles  with  different  radii  are  given.  This  relation  of 
stress  to  the  radius,  that  is,  the  effectiveness  of  a  given  energy  to  de- 
velop tension  with  varying  size  of  the  ventricle  is  plotted  in  figure  14,  X. 
This  figure  shows  the  varying  importance  of  the  surface-volume  re- 
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latioD  with  difiFerent  initial  volumes — for  the  efficiency  of  the  contractile 
enei^  increases  more  rapidly  per  unit  of  muscle  shortening,  the  smaller 
the  initial  volume,  a  factor  which  would  point  to  an  optimum  initial 
volume  for  maximum  utilization  of  contractile  energy.  The  signifi- 
cance of  this  point  is  brought  out  in  Table  III  (B).  Column  (1)  rep- 
resents ventricular'  contractions  from  initial  radius  {R')  to  final 
radius  (JR*).  These  contractions  are  all  of  equal  magnitude.  Column 
(2)  represents  the  output  resulting  from  these  contractions;  column  (3) 
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Fig.  14.  X,  Curve  of  cantractile  etreas  for  a  conatant  amount  of  contractile 
energy  liberated  in  spheres  with  different  radii.  Ordinatea — stress  in  mm.  Hg. 
Abscissae — radius  of  spheres.  Y,  Hypothetical  tension  curve  with  a  given  curve 
of  liberated  contractile  energy  and  a  parallel  curve  of  decreasing  intraventricular 
surface.     (For  further  explanation  see  text.) 

represents  the  resulting  increased  efficiency  of  the  contractile  energy, 
i.e.,  the  tension  deveIo[>ed  with  the  final  radius  as  compared  with  that 
developed  with  the  initial  radius.  Note  that  the  effectiveness  with 
which  the  liberated  energy  is  utilized  increases  rapidly  as  the  initial 
volume  decreases,  even  despite  the  decreasing  output  occurring  with 
the  equal  muscle  shortening.  But  assuming  a  constant  and  approxi- 
mately normal  systolic  discharge  of  50  cc.  the  incretising  effectiveness  of 
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the  contractile  energy  is  very  mucti  greater  (see  Column  4).  With 
such  a  discliarge  the  increased  effectiveness  of  the  enei^  is  only  11 
per  cent  when  the  initial  radius  is  4.9  cm.  and  607  per  cent  when  the 
initial  radius  is  1.9  cm. 

Normal  ventricular  volume  relations  in  the  ventricular  cycle  are 
approximated  in  the  contraction  from  a  radius  of  2.5  cm.  to  1.6  cm. 
Tlie  output  is  48  cc.  and  the  residual  volume  17  cc.  In  such  an  instance 
the  resulting  decreasiiig  surface  would  p<^uce  increased  efficiency  of 
the  energj-  for  development  of  tension  of  approximately  148  per  cent. 

But  the  available  contractile  energy  in  muscular  contraction  does 
not  remain  constant  throughout  systole  as  assumed  in  these  hypothetical 
cases.  Consequently  the  ability  of  the  ventricles  to  develop  tension 
will  depend  largely  upon  the  nature  of  the  processes  of  contraction, 
particularly  upon  the  rate  at  which  the  contractile  energy  is  liberated 
or  stored  as  potential  energy  and  the  rate  at  which  this  energy  is  dis- 
sipated. 

Upon  muscular  excitation,  according  to  Hill^'  certain  processes  occur 
at  the  chemically  active  surfaces  which  produces  a  change  in  the  elastic- 
ity of  the  muscle  thereby  storing  potential  enetgy  which  is  at  the  dis- 
posal of  the  muscle  to  perform  work  or  develop  heat.  According  to 
Hill,  this  new  state  of  elasticity  is  of  short  duration.  If  the  muscle  is 
fpven  an  opportunity  to  contract  durii^  that  period,  work  is  performed, 
if  not,  the  potential  enei^  is  dissipated  as  heat.  At  excitation  there- 
fore potential  energy  is  stored  just  as  when  muscle  is  actively  stretched. 
Applying  this  conception  to  decreasing  intraventricular  surface  during 
ventricular  systole  we  see  a  compensating  mechanism  between  de- 
creasing intraventricular  surface  and  decreasing  available  energy. 
Assuming  the  muscle  to  be  elastic,  comparable  to  rubber  tissue,  in  the 
so  called  stretched  condition  at  the  onset  of  contraction,  the  pot^tial 
or  available  contractile  energy  is  at  its  mazimiun.  As  the  muscle 
shortens  the  contractile  energy  diminishes  but  counteracting  this,  is 
the  decreasing  surface  which  increases  the  efficiency  of  the  remainii^ 
contractile  energy.  If  in  the  course  of  muscle  shortening  the  contrac- 
tile energy  is  dissipated  at  the  ^me  rate  as  the  intraventricular  surface 
decreases,  the  tension  curve  would  have  a  horizontal  plateau.  Such 
conditions  are  plotted  in  figure  14  [Y).  Curve  {ABCD)  represents  the 
liberittion  and  dissipation  of  contractile  energy  in  the  course  of  systole, 
(AB)  the  sudden  Uberation,  (BO  the  dissipation  during  shortening  and 
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(CD)  the  sudden  cesBation  of  the  aew  elastic  state  of  the  muscle.  {BF) 
represents  the  decreasing  intraTentricular  surface,  (ABOD)  the  resulting 
temdon  curve. 

The  significance  of  this  relation  is  apparent.  It  works  toward  c<Hn- 
plete  utilisation  of  Uberated  energy  and  minimises  waste  residual 
contiaction.  For  example  if  the  peripheral  resistance  during  systole 
is  represented  by  (HI)  the  entire  systole  is  eflfective  in  expelling  blood. 
If  the  decreasing  surface  did  not  accompany  decreasing  available 
energy  there  would  be  a  waste  residual  contraction  (JC)  amounting 
to  fifty  per  ceat  of  the  entire  contraction.  It  seems  that  this  com- 
pensating mechanism  between  decreasing  intraventriculu-  surface 
and  decreasing  strength  of  contraction  must  play  an  important  part 
in  cardiodynamicB,  whether  HUl's  conception  of  muscular  contraction 
holds  or  not.  A  breaking  down  of  this  mechaniam  would  result  in 
residual  wute  contraction.  For  instance,  should  the  contractile  eneigy 
be  dissipated  faster  than  the  surface  decreases,  a  tension  lower  than 
the  peripheral  resistance  might  result.  Under  such  conditions  there 
would  occur  prolonged  contraction  at  the  end  of  systole  with  the 
development  of  con8i4erable  tension  below  peripheral  resistance  but 
with  no  output.  Such  muntenance  of  tension  without  output  does 
occur  as  shown  by  Patterson,  Hper  and  Starlii^  and  others,  and  it 
would  seem  that  its  explaination  consists  in  the  failure  of  the  surface 
effect  to  compensate  the  decreasing  energy. 

In  regard  to  the  question  of  the  moat  efficient  relation  of  available 
contractile  enei^y  to  the  supporting  surface  it  is  of  interest  to  analyse 
the  nature  of  ventricular  contraction.  Ventricular  systole  meets  with 
two  resistances:  capillary  resistance  and  stretching  of  the  arterial 
walls.  Capillary  resistatice  remains  constant.  Since  the  resistance  to 
stretching  increases  with  filling,  the  ventricular  contraction  resembles 
auxotonic  contractions  in  which  resistance  to  shortening  of  the  muscle 
increases  as  contraction  proceeds.  The  major  work  of  the  heart  is 
the  storage  of  poteatiil  enei^  in  the  arterial  walls.  \a  this  coonectioD 
it  would  seem  that  the  decreasing  surface  tending  to  increase  or  mun- 
tain  the  strength  of  contraction  as  systole  proceeds  and  resistance 
increases  is  particularly  valuable. 

As  a  principle  in  cardiodynamics  the  decreasing  surface  must  be 
important;  but  as  a  factor  in  the  "adaptive  volume  reaction,"  that  is 
the  increased  initial  volume  occurring  whenever  cardiac  demands  are 
increased,  the  relation  is  not  so  clear.  From  Table  III  (B),  however, 
it  would  appear  that  the  disadvantage  to  the  ventricle  as  far  as  economic 
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atilisatioii  of  energy  is  concerned  is  considerably  iDcreased  with  in- 
cieaae  of  iaitial  volume;  for  with  the  same  given  output  the  increased 
efficiency  of  a  given  constant  enei^,  is  approximately  607  per  cent 
with  a  radius  of  1.9  cm.  and  only  11  per  cent  with  a  radius  of  4.9  cm. 
This  quetrtioQ  however  needs  amplificadon.  The  effect  of  initial  volume 
on  utilization  of  eoei^  depends  upon  our  conception  of  the  nature  of 
.muscular  contraction.  If  Hill's  explanation  is  accepted,  the  disad- 
vantage of  increased  volume  is  not  as  great  w  appears  in  the  Table  III 
(B).  For  the  available  contractile  enez^  during  any  period  of  con- 
tracUon  would  depend  largely  upon  the  amount  of  muscle  shortening. 
Since  the  shortening  with  lai^  initial  volume  is  less  per  given  output, 
the  compensating  mechanism  of  decreasing  surface  is  not  so  essential. 
But  the  available  contractile  enei^  in  muscle  is  not  merely  a  matter 
of  shortening;  it  is  also  a  factor  of  time,  for  the  contractile  processes 
last  i  short  tune  only.  They  develop  and  disappear  in  a  definite  fashion. 
In  isometric  contractions,  tension  rises  suddenly,  is  maint^ed  for  a 
short'  time  at  a  varying  level,  and  then  falls,  but  at  a  much  slower  rate 
than  the  rise.  This  fall  of  tension  in  isometric  contraction  is  a  factor 
of  time,  for  the  muscle  does  not  shorten  and  this  decreasing  available 
eoei^  as  affected  by  time  would  in  all  cases  be  more  economically 
utiUzed  when  initial  volume  is  small  than  when  initial  volume  is  large. 

The  relation  of  surface  to  tension  leads  indirectly  to  the  question 
of  the  limit  of  the  adaptive  volume  reaction  in  response  to  increased 
cardiac  demands.  Most  of  the  factors  involved  have  been  analysed.  ' 
It  is  seen  that  these  factors  vary  in  relative  importance  and  in  different 
proportions  under  varying  conditions;  that  they  are  inseparably  inter- 
related and  affect  each  other  in  different  ways: 

Increased  initial  length  aad  increased  initial  tension  increase  the 
strength  of  contraction.  Increased  initial  volume  by  maintaining 
a  greater  length  of  fiber  throughout  contraction  likewise  increases  the 
contractile  energy  liberated.  The  manner  in  which  surface-volume 
relation  increases  the  duration  of  contraction  and  the  energy  hberated, 
and  the  effectivenesa  of  a  given  shortening  of  muscle  have  been  dis* 
cussed.  Most  of  the  factors  mentioned  are  the  result  of  increased  ven- 
tricular fiUing  and  tend  to  increase  strength  of  contraction.  But 
accompanying  increase  in  strength  of  contraction  there  are  certun 
antagonising  factors  which  eventually  lead  to  the  breaking  down  of  the 
adaptive  volume  reaction.  From  Table  III  (A)  it  would  appear  that 
chief  among  these  factors  is  the  increasing  intraventricular  surface 
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accompanying  volume  increase.'*  In  addition  the  relatively  smaller 
decrease  of  surface  per  unit  output  with  larger  initial  volumes  may  lead 
to  less  economic  use  of  the  expended  energy  than  occurs  with  smaller 
initial  volume  and  in  turn  lead  to  collapse.  Whether  the  high  constant 
initial  tension  obtaining  in  extreme  cases  exerts  a  deleterious  oi 
enhancing  effect  on  cardiac  efSciency  is  difficult  to  state. 

In  some  hearts  all  the  factors  mentioned  work  so  smoothly  that  the 
two  primary  factors  of  energy  and  effectiveness  of  the  given  enei^ 
are  well  coordinated.  With  the  ventricular  muscle  in  good  condition 
increase  of  initial  volume  from  increased  demands  may  lead  to  a  much 
smaller  increase  of  final  volume,  i.e.,  the  efficiency  of  the  ventricles 
varies  approximately  as  their  volume  giving  the  impression  that  volume 
per  se  is  the  factor  determining  ventricular  output,  when  in  fact,  the 
factors  secondary  to  increased  initial  volume  are  working  so  perfectly 
that  they  are  not  obvious.  But  if  these  hearts  are  exhausted  or  the 
demands  increased,  the  working  of  the  second.iry  factors  becomes 
more  appar^it.  If  the  increased  str^  on  the  heart  becomes  too  great 
the  adaptive  volume  reaction  suddenly  breaks  down.  The  reason  is 
obvious.  The  effect  of  increasing  strength  of  contraction  is  increasingly 
counteracted  by  the  factors  mentioned.  When  these  two  antagonising 
factors  equalize  etich  other  the  heart  is  in  a  precarious  condition.  Any 
additional  strain  would  produce  collapse. 

Another  point  of.  interest  is  a  detail  in  the  method  by  which  the 
ventricles  meet  increased  demands.  Tlie  demands  on  the  ventricles 
may  be  increased  in  two  ways:  (1)  by  increasing  the  peripheral  resist- 
ance; or  (2)  by  increasing  ventricular  filling.  The  first  method  was  not 
studied  in  this  group  of  experiments.  But  Patterson,  Hper  and 
Starling,  and  Markwalder  and  Starling'*  find  that  when  the  peripheral 
resistance  is  raised,  ventricular  volume  increases  until  the  output  is 
equal  to  that  obtaining  at  the  original  resistance.  Since  heart  rate  is 
constant  it  follows  that  with  the  larger  initial  volume  the  actual  con- 
traction of  the  ventricular  fibers  is  less  though  the  energy  liberated  in 
each  contraction  is  increased.  But  if  the  demands  on  the  heart  are 
increased  by  increasing  ventricular  filling,  e.g.  progressively  increasing 
the  effectiveness  of  auricular  systole  in  an  interference  wave,  the  initial 
volume  increases,  but  in  this  case  the  volume  output  and  magnitude 
of  contraction  likewise  increase,  see  figure  7. 

"  Patterson  and  Starling:  Journ.  Phyaiol.,  1914,  xlviii,  357. 
"  Markwalder  and  Starling:  Journ.  Phyaiol.,  1914,  xlviii,  348. 


d  by  Google 


CASDIODTNAHICB    IN    HEART   BLOCK  305 

RBLATIVS  lUFOBTANCB  OF  TBKOtIS  PRK88UHE  AND  AURICULAR  BYBTOLB 

Venous  pressure  and  auricular  systole  are  the  two  important  forces 
producing  ventricular  filling.  Since  interference  waves  give  the  output 
maintained  by  venous  pressure  alone  and  by  combiaed  venous  pressure 
and  auricular  systole,  they  offer  an  opportunity  for  determining  the 
relative  importance  of  each  with  varying  magnitudes  of  venous  pres- 
sure. Table  I  gives  some  of  the  result  obtained.  Henderson  states 
that  auricular  systole  is  important  only  when  very  low  venous  pressures 
exist.  According  to  him,  auricular  systole  has  no  filling  effect  when 
the  venous  pressure  is  above  the  "critical"  pressure  of  5  cm.  of  blood.*o 
But  it  will  be  noticed  that  even  with  a  venous  pressure  of  9  cm.  of  blood 
auricular  systole  increased  ventricular  output  35  per  cent  over  that 
maintained  by  venous  pressure  alone  (see  fig.  17);  and  in  other  experi- 
ments, in  which  output  was  not  measured,  marked  oscillations  of  blood 
pressure  occurred  in  the  course  of  interference  waves  though  venous 
pressure  was  as  high  as  15  cm.  of  blood. .  It  might  be  expected  however, 
that  the  importance  of  auricular  systole  would  fall  off  markedly  with 
increasing  venous  pressure.  But  this  does  not  necessarily  follow,  ifor 
auriculv  systole  is  an  additional  force  to  venous  filling  and  any  additional 
force  should  add  its  filling  effect,  thereby  increasing  ventricular 
efficiency.  In  addition  the  effectiveness  of  auricular  contraction  is 
increased  by  increased  venous  pressure  in  every  respect  just  as  is  ven- 
tricular contraction  increased  by  increased  ventricular  fillii^..  As 
long  as  increased  ventricular  volume  increases  ventricular  efficiency, — 
auricular  systole  should  be  effective  .in  increasing  this  efficiency  rer 
gardlesa  of  the  venous  pressure  obtaining.  No  definite  slatement  can 
be  made  with  regard  to  the  relative  importance  of  venous  pressure  and 
auricular  systole.  It  depends  on  many  variable  factors, — strength 
of  auricular  systole,  duration  of  ventricular  diastole,  rate  of  veatri-; 
cular  relaxation,  and  resistance  which  ventricular  muscle  offers  to 
stretching.  This  is  brought  out  in  tracings  (16)  and  (62)  Table  I 
taken  from  the  same  animal  with  same  venous  pressure.  In  one  case 
ventricular  rate  is  138  in  the  other  29S  per  minute.  In  the  latter 
auricular  systole  is  relatively  more  important  than  in  the  iformer. 
This  probably  is  due  to  the  shortened  period  of  diastole,  and  to  the 
fact  that  the  venous  pressure  was  not  sufficient  to  produce  ventricular 
stretching,  while  auricular  systole  was. 

**  HendereoQ  and  Bamnger:  This  journal,  1909,  xts,  352. 


d  by  Google 


ROBERT   A.    OESELL 


d 


ll 


1 1 
11 


db,Google 


CABDIODTNAMICB    IN   HEAHT   BLOCK  307 

INTLUBNCJ    OF   SO-CAM-BD   AURICUIAR    FIBSILIARY    CONThACTIONS   ON 
VBNTKICmiA.R  EFFICIENCT 

The  so-called  fibrillary  contractions  of  the  auricles  produced  by 
faradic  stimulation  are  usu^y  considered  as  having  little  filling  effect 
upon  the  ventricles.  This  attitude  may  largely  be  accounted  for  by 
the  association  of  these  contractions  with  fibrillary  contractions  as  seen 
is  the  ventricles  which  as  is  well  known  have  practically  no  efficiency. 
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Fig.  16.  Effect  of  faradic  atiniulation  of  the  auricles  at  tbe  traugb  of  an  inter- 
ference wave.    Stimulation  at  A ;  recovery  at  B. 

It  is  pertinent  to  discuss  briefly  tbe  nature  of  auricular  contractions  as 
obtained  by  faradic  stimulation  of  the  auricles. 

Two  types  of  auricular  contraction  resulting  from  such  stimulation, 
as  studied  by  Robinson*'  are  well  kDown — fibrillary  contractions  as 
seen  iri  the  ventricles,  and  small  rapid  contractions  involving  the 
major  part  of  tne  auricular  muscle,  occurring  at  the  rate  of  about  500 

"  Robinson:  Joum.  Exp.  Med.,  1B13,  xvii,  429. 
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per  minute.  In  the  present  experiments  this  "auricular  tachycardia" 
was  also  in  evidence,  but  the  extent  of  the  accompanying  fibriUary 
corUracUmis  was  not  determined  by  the  method  employed.  The  rapid 
contractions  seemed  coordinated,  and  of  a  constant  rate,  approximately 
650  per  minutp.  Their  amplitude  varied  considerably,  but  in  all  cases 
was  smaller  than  the  amplitude  of  normal  auricular  systole. 
The  infiuonce  of  these  contractions  is  easily  determined  by  stimu- 
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Fig.  17.  A  record  nhowiug  very  efficient  fibrillary  contractione  of  the  auricles. 
Period  of  fibrillatioD  A-B.  AU,,  Auricular  contractioo;  V.,  ventricular  contrac- 
tion; M.,  myocdrdiograph ;  O.P.,  volume  output. 

lating  the  auricules  at  the  crest  and  at  the  trough  of  an  interference 
wave  see  figure  15  and  16.  In  figure  15  the  auricles  are  stimulated  at 
the  crest,  when  auricular  systole  is  at  its  maximum  efficiency.  The 
output  falls,  but  does  not  reach  the  minimum  level  maintained  by  ven- 
ous pressure  alone.  In  figure  16  the  auricles  arc  stimulated  at  the 
trough  of  the  wave.  In  this  case  the  output  increases  considerably 
over  that  maintained  by  venous  pressure.  In  all  cases  these  contrac- 
tions had  a  very  appreciable  beneficial  effect  on  ventricular  efficiency, 
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and  in  some  mstances  maintained  -ui  output  very  little  below  that 
maintained  by  combined  venous  pressure  and  auricular  syBtole,  prop- 
erly placed.  Such  an  instance  is  shown  in  figure  17.  The  period  of 
rapid  contraction  is  included  between  points  (A)  and  (B).  During 
this  period  there  are  small  oscillations  in  the  volume  output  tracit^. 
These  probably  are  due  to  rhythmical  interference  of  the  auricular 
aad  ventricular  contractions. 

The  explanation  of  the  effediveness  of  these  rapid  contrabtiona  is 
suggested  in  figure  11.  In  this  l^re  the  lower  is  a  ventricular  myo- 
cardiograph  tracing,  the  upper  a  left  intraventricular  tension  tracing. 
{A-B)   represents  a  period  of  rapid  contractions  (B-C)  recovery  to 


&  B  C  0 

.  Fi^.  18.  A  record  showing  that  the  relative  eflicieDcy  of  fibrillary  contractions 
oF  the  auricles  depend  on  the  magnitude  of  normal  auricular  systole.  A-B, 
Interference  wave  with  normal  auriuclar  systole.  B-C,  Period  of  auricular 
fibriliation;  C-D,  Interference  waves  in  which  magnitude  of  auricular  systole  is 
increased.  Upper  tracing — Auricular  contraction.  Lower  tracing — Volume 
output. 

norma)  contraction.  The  upper  tracing  shows  the  development  of 
intraventricular  tension  with  each  auricular  contraction  to  be  con- 
aiderable.  The  effect  of  these  contractions  on  ventricular  volume 
appears  in  the  myocardiograph  tracing.  Each  steplike  increase  of 
volume-length  in  period  (D  to  E)  is  the  result  of  an  individual  auricular 
contraction.  Compared  with  the  period  following  (E-F)  where  auri- 
cular contractions  are  normal,  the  filling  is  quite  as  effective. 

The  relative  effectiveness  of  the  so-called  fibrillary  contractions  as 
compared  with  the  normal  auricular  contractions  depends  on  two 
factors— the  magnitude  of  the  nonnal  contraction  and  of  the  fibrillary 
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contractioDfl,  both  of  which  can  vary.  Figure  18  illustrates  this  point. 
(A  to  B)  represents  the  usual  auriculo-ventricular  interference  wave, 
with  the  auricles  contracting  normally;  (B  to  C)  the  auricles  are  fibril- 
lating;  at  (C)  the  auricles  recover  and  are  contracting  with  increased 
intensity,  the  usual  result  of  previous  fibrillation.  This  record  illus- 
trates well  the  importance  of  magnitude  of  auricular  systole  as  well 
as  the  importance  of  proper  time  relation. 

EFFECT  OF  VAGUS  STTUULATION   ON  VENTRICULAR  EFFICIENCY 

Stimulation  of  the  vagus  nerve  with  the  heart  in  block  effects  the 
auricles  primarily.  By  annuUment  of  auricular  systole  in  the  course 
of  an  interference  wave  we  might  expect  ventricular  efficiency  to  fall 
approximately  to  that  represented  by  the  trough  of  the  interference 
wave — the  efficiency  maintained  by  venous  pressure  alone.  This 
obt^ns  in  figure  19.     On  stimulating  the  vagus  at  the  crest  of  a  wave, 


Fig.  10.  Effect  of  Btimulation  of  the  vagus  nerve  in  the  course  of  interference 
wavee.  B.P.,  Arterial  blood  preesure  recorded  with  the  Hg.  m&nometer;  AV., 
Auricular  contraction;  T.,  Time  in  seconds. 

the  blood  pressure  falls  rapidly  to  the  level  of  the  trough.  But  this 
sudden  drop  is  followed  by  a  small  and  gradual  drop,  the  interpretation 
of  which  is  more  difficult.  It  may  be  explained  by  the  observation  of 
Erlanger**  who  finds  that  vagus  stimulation  with  the  heart  in  block 
has  a  small,  but  retarding  efTect  upon  ventricular  rate.  This  same 
effect  was  noted  in  the  present  experiments  and  occurred  apparently 
to  the  same  degree  whether  the  bundle  was  completely  crushed  or  only 
temporarily  pierced  by  the  hook  of  the  clamp.  Erlanger  noted  fur- 
ther that  the  latent  period  of  the  retarding  effect  was  longer  in  case  of 
the  ventricles  than  in  case  of  the  auricles.  This  could  account  for  the 
delay  of  the  second  fall  of  pressure  seen  in  the  present  experiments. 
Since  ventricular  rate  was  maintained  constant  in  figure  19  by  direct 
stimulation,  the  fall  of  pressure,  if  a  direct  vagus  effect  on  the  ventricles 
occurred,  would  be  accounted  for  by  effects  other  than  chronotropic, 
"  Erlanger:  Arch.  f.  d.  gee.  Phyoiol.,  1909,  cxxvii, 
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Other  factors  may  likewise  contribute  to  this  fall  of  pressure — a 
more  complete  emptying  of  the  ventricles  progressively  decreaaing 
initial  volume  and  thereby  decreasing  ventricular  eflSciency,  or  poorer 
ventricular  nourishment  resulting  from  the  long  mtuntained  low  pres- 
sure. 

Figure  19  illustrates  again  the  significance  of  magnitude  of  auricular 
systole.  As  auricular  systole  slowly  recovers  from  vagus  stimulation 
the  magnitude  of  the  blood  pressure  waves  progressively  increases. 

SUMMARY 

An  attempt  was  made  to  determine  the  relation  of  ventricular  effi- 
ciency to  ventricular  filling  and  to  analyze  and  correlate  the  vfu-ious 
effects  of  auricular  contraction  on  cardiodynamics. 

This  was  done  with  a  modified  heart-limg  preparation  of  the  dog, 
with  the  heart  in  block,  by  varying  the  magnitude  of  venous  pressure 
and  the  effectiveness  of  auricular  systole. 

With  the  methods  employed,  rate  of  auricular  and  ventricular 
contraction,  nature  of  auricular  contraction,  time  relation  of  auricular 
to  ventricular  systole,  venous  pressure,  and  capillary  resistance  were 
under  control. 

By  recording  auricular  and  ventricular  contractions,  variation  of 
length  of  ventricular  fiber,  which  indirectly  gives  ventricular  volume 
changes,  right  and  left  intraventricular  tension,  venous  pulse,  and  left 
ventricular  output,  the  effects  of  auricular  systole  were  analyzed. 

In  connection  with  the  methods  used,  a  pistou-myocardiograph,  a 
differential  volume  recorder,  a  trocar-cannula  and  a  pneumatic  blood 
pump  are  described. 

The  importance  of  auricular  systole  was  determined  by  the  use  of 
auriculo-ventricular  interference  waves. 

Under  the  conditions  of  these  experiments  auricular  systole  increased 
ventricular  output  about  fifty  per  cent  over  that  maintained  by  venous 
pressure  along. 

,  No  definite  statement  can  be  made  concerning  the  relative  effect 
of  auricular  systole  with  different  venous  pressures.  This  depends 
largely  upon  duration  of  ventricular  diastole,  resistance  of  ventricular 
muscle  to  stretching,  etc. 

Reasons  afe  given  why  the  variations  of  ventricular  efficiency  in  the 
course  of  an  interference  wave  cannobbe  ascribed  to  disturbed  valvular 
action. 
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Since  even  a  moderately  filled  ventricle  does  not  empty  itself  com- 
pletely, ventricular  volume  per  se  cannot  be  the  factor  determining 
ventricular  efficiency,  but  rather  factors  secondary  to  volume  change. 

Auricular  systole  means:  (1)  increased  length  of  ventricular  fiber, 
(2)  increased  initial  intraventricular  tension,  and  (3)  altered  surface- 
volume  relation,  all  of  which  enhance  ventricular  efficiency. 

1.  Increase  in  length  of  fiber  increases  the  strength  of  contraction 
by  increasing  the  liberation  of  contractile  energy.  Duration  as  well 
as  strength  of  contraction  is  markedly  increased. 

2  a.  Increased  initial  tension  increases  the  strength  of  contraction 
through  the  potential  energy  thereby  stored  in  the  ventricular  walls. 
This  potential  energy  is  liberated  as  dynamic  energy  during  systole 
and  in  turn  helps  to  expel  the  blood. 

b.  Tbis  increased  initial  tension  may  also  have  a  specific  enhancing 
effect  upon  the  processes  of  muscular  contraction. 

c.  By  minimizing  initial  waste  contraction,  and  by  tending  to  slow 
the  early  part  of  ventricular  contraction,  increased  initial  tension 
increases  ventricular  efficiency. 

3.  The  changing  surface-volume  relation  influences  cardiodynamics 
in  a  number  of  ways: 

a.  It  influences  the  effectiveness  of  a  given  muscle  shortening  by 
virtue  of  the  fact  that  the  volume  of  a  sphere  increases  more  rapidly 
than  the  surface;  which  means  that  the  greater  the  ventricular  volume 
the  greater  the  output  per  unit  shortening  of  muscle. 

b.  It  increases  the  amount  of  liberated  contractile  energy  by  retard- 
ing muscle  shortening  during  the  early  pirt  of  contraction  thereby, 
according  to  Hill,  increasing  the  amount  of  liberated  contractile  energy. 

c.  It  inceases  the  efficiency  of  the  available  contractile  eoergy  in 
ventricular  systole  by  virtue  of  the  fact  that  the  intraventricular 
surface  over  which  the  available  energy  is  spread,  decreases  as  systole 
progresses. 

The  manner  in  which  the  latter  factor  might  play  an  important 
part  in  cardiodynamics  is  discussed. 

Since  the  relative  importance  of  the  secondary  factors  vary  in  differ- 
ent proportions  under  varying  conditions,  since  they  affect  each  other 
in  different  ways,  and  are  inseparably  interrelated,  it  is  impossible  to 
allot  to  each  its  relative  value. 

The  increase  in  ventricular  volume  noted  on  increasing  cardiac  de- 
mands b  an  adaptive  reaction  in  which  initial  length  of  fiber,  initial 
intraventricular  tension,  and  surface-volume  relation  play  a  part. 
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Xhe  reaction  suddenly  breaks  down  when  the  counteracting  factors 
become  greater  than  the  accompanying  increasing  strength  of  con- 
traction. 

Auricular  fibrillation  increases  ventricular  efficiency  in  a  manner 
similar  to  auricular  systole.  Although  the  effects  are  not  as  marked, 
at  times  the  so-called  auricular  fibrillary  contractions  are  neariy  as 
efficient  as  normal  auricular  contractions. 

Stimulation  of  the  vagus  nerve,  in  the  course  of  interference  waves 
by  annulling  auricular  systole  results  in  ventricular  efficiency  approxi- 
mately equal  to  that  maintained  by  venous  pressure  alone. 
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No  one  has  reported  any  direct  and  definitely  controlled  experiments 
with  pure  gastric  juice  either  in  clinical  or  in  experimentally  produced 
ulcers.  It  is  commonly  stated  that  in  an  ulcer  of  the  stomach  or  duo- 
denum the  gastric  glands  imdergo  changes  which  result  in  any  one  of 
the  following  conditions:  (1)  Hypersecretion;  (2)  Hyperacidity;  (3) 
Hyposecretion;  (4)  Hypoacidity. 

Since  this  leaves  the  question  of  hyperacidity  and  hypersecretion  in 
gastric  ulcers  unsettled,  the  present  work  was  undertaken  at  the  sug- 
gestion of  Dr.  Carlson,  in  the  hope  of  securing  data  better  controlled 
than  is  possible  in  man, 

Pavlov  (1)  has  reported  one  instance  of  spontaneous  gastric  ulcer 
in  a  dog  with  a  Pavlov  pouch.  The  ulcer  lodged  in  the  pouch,  and  he 
stated  there  resulted  a  hypersecretion  but  no  hyperacidity.  Stanley  (2) 
concludes  from  eighteen  cases  of  gastric  ulcer  that  there  is  an  actual 
increase  in  the  acidity  of  the  gastric  contents  but  no  hypersecretion. 
The  maximum  total  acidity  which  he  obtained  was  0.40  per  cent  and 
the  maximum  free  acidity  was  0.35  per  cent.  The  average  total 
acidity  was  0.31  per  cent  and  the  average  free  acidity  was  0.32  per  cent. 
Patterson  (3)  gives  the  following  four  analyses  of  gastric  contents, 
which  are  typical  of  a  number  of  cases:  In  duodenal  ulcers  distal  to  the 
pylorus,  the  total  acidity  is  0.32  per  cent  and  the  free  is  0.02  per  cent. 
In  duodenal  ulcers  close  to  the  pylorus,  the  total  acidity  is  0.3  per 
cent  and  the  free  0.016  per  cent.  In  gastric  ulcers  close  to  the  pylorus 
the  total  acidity  is  0.3  per  cent,  the  free  is  0.016  per  cent  and  the  pro- 
tein HCl  is  0.082  per  cent.  In  Raatric  ulcers  located  in  the  middle 
of  the  stomach  the  total  acidity  was  0.321  per  cent,  the  free  is  0.01  per 
cent,  and  the  protein  HCl  is  0.0824  per  cent.  He  states,  however, 
314 
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-that  the  analyses  of  the  gastric  conteots  alonej  in  the  absence  of  the 
other  Bympt<nns  of  ulcer,  has  no  diagnostic  value.  Rehfuss  and  Hawk 
(4)  found  certain  deviations  in  the  concentrations  of  the  acidity  and 
in  the  secretion  curve  in  various  pathological  conditions.  They  make . 
the  statement  that  in  most  of  the  cases  there  ia  present  a  condition  of 
hypersecretion  but  give  few  figures  to  substantiate  such  a  conclusion. 
Christiansen  (5),  Michaelis  and  Davidson  (6)  determined  the  acidity 
of  the  gastric  contents  in  cases  of  dyspepsia,  gastric  cancer,  gastric 
ulcer  and  many  other  pathological  cases.  They  found  considerable 
variation  in  the  acidity  but  in  no  instance  was  the  acidity  above  0.43 
per  cent.  Neilson  (7)  makes  the  statement  that  hyperacidity  is  fre- 
quently eocountered  in  cases  of  gEdl  stones,  floating  kidney,  hyperthy- 
roidism, chronic  appendicitis  and  ulcer  of  the  stomach.  Wolpe's  (8) 
report  is  in  direct  contradiction  to  the  statement  of  Neileon.  He  found 
achylia  constant  in  all  cases  of  pronounced  types  of  exophthalmic 
goiter.  Even  when  one  of  the  cUssic  triad  of  symptoms  was  laokii^, 
the  secretion  of  HCl  did  not  seem  to  be  modified. 

The  fact  that  clinicians  are  usually  dealing  with  a  mixture  of  juices 
(bile,  pancreatic,  sahvary,  and  gastric)  may  account  for  the  many 
contradictory  results  obtained  in  normal  and  pathological  conditions. 
In  no  instance  where  hyperacidity  is  reported  does  the  concentration 
of  acid  exceed  0.55  per  cent.  Boldyreff  (9)  in  a  recent  review  of  the  Utera- 
ture  has  shown  that  where  almost  pure  normal  human  gastric  juice  was 
obtainable,  the  acidity  expressed  in  per  cent  of  HCl  was  from  0.35  per 
cent  to  0.48  per  cent.  Carlson  (10)  and  others  have  shown  that  normally 
in  man  the  appetite  juice  has  an  average  acidity  of  0.45  per  cent  and 
may  reach  a  total  acidity  of  0.55  per  cent  without  showing  any  of  the 
ao-called  symptoms  of  hyperacidity.  Pavlov  (U),  Foster  and  Lambert 
(12),  and  many  others  have  reported  similar  high  concentrations  in  dc^. 

The  work  done  on  the  experimental  production  of  gastric  ulcers  up 
to  1906  has  been  very  thoroughly  reviewed  by  Turck  (13).  Many 
workers  have  since  been  engaged  in  the  production  of  gastric  ulcere 
by  other  means.  .  Friedmann  and  Hamburger  (14,  15)  have  produced 
chronic  and  acute  ulcers  in  dogs  by  tying  a  silk  ligature  loosely  around 
the  pylorus,  thus  producing  partial  pyloric  stenosis,  after  which  they 
injected  1  cc,  of  5  per  cent  solution  of  silver  nitrate  directly  into  the 
mucosa.  No  cultures  were  made  of  the  ulcers  thus  produced  so  that  one 
is  left  in  doubt  as  to  whether  the  chronicity  of  such  an  ulcer  is  actually 
due  to  the  impaiiment  of  motility,  or  to  an  infection  of  the  area  de- 
stroyed by  silver  nitrate.     Before  and  after  the  production  of  the  gastric 
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ulcer,  teet  meaJa  were  given  to  the  dogB,  and  after  50  minutes  the 
stomach  contents  were  removed  and  analyzed.  In  their  tables  they 
give  figures  showing  a  "hypersecretion"  in  some  cases  and  a"hyper- 
jicidity"  with  a  maximum  total  acidity  of  0.3  per  cent.  They  did  not 
consider  the  factor  of  continuous  secretion,  bo  that  what  they  called 
"hypersecretion,"  might  be  due  to  an  excess  of  continuous  secretion 
or  a  prolonged  secretion  as  a  result  of  stasis  of  food.  Relatively  few 
experiments  were  made  on  each  dog  and  the  data  they  publish  might 
easily  come  within  the  normal  variations  in  the  volume  and  acidity 
in  the  gastric  contents  in  any  one  dog.  Their  work  meets  with  the 
same  criticism  as  the  work  done  on  human  beings,  namely,  in  the  analy- 
sis of  the  gastric  contents,  they  do  not  deal  with  pure  gastric  juice. 

Rosenow  (16)  produced  chronic  and  acute  gastric  ulcers  in  d<^s  by 
intravenous  injections  of  certain  strains  of  streptococci.  He  showed 
that  pure  cultures  of  streptococci  isolated  from  gastric  ulcers  in  man, 
d<^,  cattle  or  sheep,  when  injected  intravenously  into  dogs  and  rabbits, 
produced  typical  gastric  ulcers  in  a  large  percentage  of  the  experiments. 
Whether  the  chronicity  of  this  type  of  ulcer  is  due  entirely  to  the  strep- 
tococcus infection  or  the  combined  action  of  the  streptococci  and  the 
corrosive  action  of  the  gastric  juice  has  not  been  proven  experimentally. 
Sippy  (1^7)  has  shown  in  bis  treatment  of  human  gastric  ulcer,  that  the 
gastric  acidity  appears  to  play  an  important  rdle  in  establishing  a 
chronic  ulcer.  In  neutralizing  the  gastric  juice  by  constant  administra- 
tion of  alkaUes  he  has  effected  a  cure  for  a  large  number  of  chronic 
gastric  and  duodenal  ulcers. 

Steinharter  (18)  claims  to  have  produced  gastric  ulcers  quite  uni- 
formly in  rabbits,  by  intravenous  injections  of  24-hour  old  broth  cul- 
tures of  B.  coh  agglutinated  with  0.3  per  cent  hydrocloric  acid  for 
24  hours.  One  cubic  centimeter  of  the  0.3  hydrochloric  acid  is  added 
to  2.5  cc.  of  the  24-hour  old  broth  culture.  The  agglutinated  B.  Coli 
are  washed  with  sterile  normal  salt  solution  and  injected  into  the  ear 
vein  of  the  rabbit. 

UETHODB 

1.  Thyroid  feeding 

The  conflicting  reports  of  Wolpe,  Nielsen  and  others  suggested  the 
possibility  of  producing  hyperacidity  and  hypersecretion  of  gastric 
juice  in  Pavlov-pouch  dogs  by  feeding  thyroid.  Although  Carlson  (19) 
has  shown  conclusively  that  it  is  impossible  to  produce  all  the  typical 
symptoms  of  exophthalmic  goiter  in  dogs  by  feeding  desiccated  thyroids. 
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the  work  was  repeated  with  Pavlov-pouch  dogs  to  detennme  the  effects 
upon  the  gastric  juice.  Two  di^s  weighing  2.5  and  4  kilos,  respectively, 
were  fed  10  grains  of  Armour's  desiccated  thyroid  daily.  This  thyroid 
feeding  covered  a  period  of  two  weeks.  The  coUection  of  gastric 
juice  was  begun  one  hoiu  before  feeding  and  continued  for  one  hour 
after  feeding.  The  controls  were  made  by  feeding  the  same  kind  and 
quantity  of  meat  in  the  absence  of  the  thyroid.  A  series  of  controls 
were  obtained  before  feeding  the  thyroid,  another  after  the  thyroid 
feeding  was  stopped. 

S.  ProdiicHon  of  gastric  and  duodenal  ulcers 

a.  Attempts  vnth  B.  coti.  In  this  series  of  experiments,  the  work  of 
Steinharter  was  repeated  on  18  rabbits  and  3  dogs.  The  24-hour  old 
broth  cultures  of  B.  coU  were  agglutinated  with  0.3  per  cent  HCl  for 
24  hours,  using  1  cc.  of  the  0.3  per  cent  HCl  to  2.5  cc.  of  the  24-hour 
old  culture.  The  agglutinated  bacteria  were  washed  twice  with  sterile 
salt  solution  and  injected  intravenously  into  the  animals.  Five  strains 
of  B,  coli  were  used. 

Strain  1  was  isolated  from  the  normal  faeces. 

Strain  2  was  isolated  from  a  case  of  cholecystitis. 

Strain  3  was  grown  on  media  containing  normal  salt. 

Strain  4  was  grown  on  media  containing  normal  salt. 

Strain  5  was  a  sub-culture  of  Strain  4, 

Twelve  rabbits  were  each  given  an  injection  of  the  growth  from  5  cc. 
of  a  24-hour  old  broth  culture  of  B.  coli  agglutinated  as  above.  Four 
of  these  rabbits  were  injected  withStrain  4,  four  with  Strain  3,  and 
four  with  Strain  5. 

Four  rabbits  were  each  given  an  injection  of  the  growth  from  10  cc. 
of  a  24-hour  old  broth  culture  of  B  coli  agglutinated  as  above.  Two 
of  these  four  rabbits  were  mjected  with  Strain  1,  and  the  other  two  with  ' 
Strain  2. 

Two  rabbits  were  each  given  an  injection  of  the  growth  from  10  cc. 
of  a  24-hour  old  broth  culture  of  B.  cob  which  had  not  been  agglu- 
tinated. One  of  these  two  rabbits  was  injected  with  Strain  1,  and  the 
other  with  Strain  2. 

b.  Ulcers  -produced  by  streptococcus.  I  followed  Dr.  Rosenow's 
technique  in  producing  gastric  and  duodenal  ulcers.  My  experiments, 
however,  were  chiefly  on  Pavlov-pouch  dogs.  In  the  first  experiment 
the  ulcer  was  produced  by  streptococci  which  Dr.  Rosenow  had  iso- 
lated from  a  duodenal  ulcer  in  a  child.     Later,  at  Dr.  Rosenow's  sug- 
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collecfing  rube(rubb«r) 


gestion  and  under  his  superviaioii,  th«  streptococci  were  isolated  from 
the  gastric  ulcere  in  sheep  and  cows.  The  best  results  were  usually 
obtained  by  isolating  streptococci  from  the  muscular  coats  of  an  ulcer 
which  had  undergone  very  little  healing.  By  this  method  the  possi- 
bihties  for  contamination  were  minimized.  The  dogs  were  injected 
intravenously  with  the  growth  from  40  to  60  cc.  of  the  ascites  dextrose 
broth,  the  dose  depending  upon  the  size  of  the  dog. 

In  three  dogs  an  attempt  was  made  to  produce  an  ulcer  in  the  pouch 
by  injecting  the  streptococcus  directly  into  and  beneath  the  mucosa. 
This  resulted  in  the  im- 
mediate production  of 
a  pocket  in  the  aubmu- 
coaa  containing  strep- 
tococci. To  make  sure 
of  the  presence  of  an 
ulcer  as  the  result  of 
the  injection  the  follow- 
ing examination  was 
made: 

A  small  glass  test 
tube  with  a  movable 
mirror  attachment  at 
the  bottom  was  intro- 
duced into  the  Pavlov- 
pouch  of  the  dog.  By 
throwing  light  into  the 
tube  sufficient  illumi- 
nation was  obtained  to 
enable  one  to  examine 
the    mucosa   of    the 


Appsrati 


pouch.     Three  days  after  this  injection  there  was  no  evidence  of  an 
ulcer  by  the  examination  described  above. 

c.  ColUctUm  of  gastric  juice.  The  juice  was  collected  in  a  small  glass 
cup  about  8  cm.  high  with  a  round  base  5  cm.  in  diameter  and  a  round 
top  of  4  cm.  in  diameter.  The  cup  was  held  in  position  by  a  slightly 
larger  copper  cup  which  fitted  closely  aroimd  the  other  cup.  The 
copper  cup  had  two  small  handles  through  which  cords  were  passed 
and  tied  on  the  back  of  the  dog.  In  this  way  the  glass  cup  was  held 
tightly  in  position  against  the  abdomen  of  the  Aog.  The  glass  cup  had  a 
tin  screw  top  and  lined  with  a  thin  rubber  sheet  which  prevented  any 
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leakage.  A  hole  was  bored  in  the,  center  of  the  cover  just  large  enough 
for  the  glass  tube  from  the  pouch  to  paas  through  it.  By  making  the 
hole  in  the  rubber  sheet  smaller  than  that  in  the  tin  cover  the  glass  tube 
which  drained  the  juice  from  the  pouch  was  made  to  fit  practically 
water  tight.  By  means  of  such  a  mechanism  (see  fig.  1)  the  dog  could 
walk  about  or  lie  down  in  his  c^e  without  spilling  any  of  the  juice. 
Hiis  method  could  not  be  employed  if  a  dc%  persisted  in  lying  on  its 
back  for  in  that  case  the  gastric  juice  would  leak  around  the  tube  and 
be  absorbed  by  the  bandage. 

S.  Manner  of  coUectton 

The  collection  of  gastric  juice  was  made  in  the  morning,  care  being 
taken  to  remove  water  from  the  cage  at  least  one  hour  before  beginning 
an  experiment.  In  every  instance  but  one  (in  that  case  the  collection 
was  b^!;un  one  hour  before  feeding  and  continued  one  hour  after  feed- 
ing without  removing  the  cups)  the  gastric  juice  was  collected  two  hours 
before  feeding  and  the  volume,  total  acidity  and  free  acidity  was  de- 
termined. The  sample  of  juice  collected  before  feeding  will  be  called 
the  "continuous  secretion."  The  dogs  were  then  fed  a  standard  meal 
of  250  to  350  grams  of  ground,  boiled  beef  moistened  with  water. 
The  juice  was  collected  at  one  hour  intervals  for  two  hours  after  feeding. 
Hie  acidity  was  determined  by  titration  with  iV  NaOH  and  using  di- 
methyl amino  azobensene  and  phenolphthalein  as  indicators  for  the  free 
and  the  total  acidity  respectively.  The  experiments  were  made  on 
the  dogs  four  to  six  times  a  week  for  at  least  two  weeks  and  in  some 
cases  as  long  as  four  to  eight  weeks.  After  a  sufficient  number  of 
control  experiments  were  obtained  they  were  given  an  injection  of 
streptococci  into  the  saphenous  vein.  Whenever  a  sufficient  ajnount  of 
streptococci  were  available,  normal  control  d(^  were  injected  with  the 
same  amount  of  streptococci  that  were  given  to  pouch  dogs.  The 
control  dogs  were  usually  posted  from  24  to  48  hours  after  an  injection. 
If  no  ulcers  were  present  in  the  normal  dogs,  the  Pavlov-pouch  dogs  were 
later  given  a  second  injection.  In  one  dog  three  injections  of  strepto- 
cocci were  made.  The  gastric  juice  was  studied  for  varying  lengths  of 
time  after  the  injection,  that  is  from  2  to  8  weeks,  in  the  same  manner 
as  it  was  studied  before.     The  dogs  were  killed  and  then  autopsied. 
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1.  Thyroid  feeding 
The  thyroid  feeding  experiments  were  discontinued  at  the  end  of 
the  second  week  because  there  was  no  indication  of  either  hyperacidity 
or  hypersecretion.  In  both  dogs  on  the  contrary,  there  was  a  tendency 
toward  depression  of  the  acidity  and  the  rate  of  secretion  as  is  shown 
in  Table  1.  The  dogs  were  in  perfect  health  throughout  the  experi- 
ment, and  from  all  appearances  the  thyroid  had  no  toxic  effects;  they 
ate  readily  and  so  far  as  could  be  judged  there  were  no  gastro-inteatinal 
disturbances.  The  acidity  and  volume  of  the  gastric  juice  returned 
to  normal  a  few  days  after  the  thyroid  feeding  was  discontinued. 

S.  B.  Colt 

Of  the  eighteen  rabbits  injected  with  B.  coli,  negative  results  were 
obtained  In  all  but  four  rabbits.  In  the  rabbite  where  lesions  were 
produced,  all  were  injected  with  Strain  4.  The  results  of  the  injection 
with  Strain  4  are  as  follows: 

Kabbit  I  died  in  less  than  four  hours  after  the  injection.  Autopsy 
performed  immediately  after  death.  The  stomach  was  perforated 
at  the  fundus.  There  were  ulcers  and  hemorrhages  near  the  pjdoric 
end.  The'intestines  were  quite  normal.  The  ulcers  were  not  the  typi- 
cal round  ulcers.  The  mucosa  appeared  to  be  sloughed  off  in  places. 
The  muscular  coats  were  normal  so  that  it  was  deemed  useless  to  attempt 
to  make  a  pure  deep  culture  of  the  ulcerated  area. 

Habbit  II  died  in  less  than  24  hours  after  the  injection.  Autopsy: 
There  was  an  ulcerated  area  near  the  fundus;  intestines  showed  signs 
of  hemorrhage. 

Kabbits  III  and  IV  had  hemorrhages  in  the  stomach  and  slightly 
hemorrhagic  areas  in  the  duodenum.  Both  were  killed  48  hours  after 
the  injection.     No  typical  round  ulcers  were  found. 

In  all  three  dogs  the  strain  (1,  2,  3)  of  B.  coli  proved  highly  toxic; 
the  AogB  died  in  less  than  24  hours  and  no  specific  lesions  were  found. 
In  one  of  the  dogs  there  was  considerable  hemorrhage  in  the  duodenum 


5.  Production  of  gastric  ulcer  by  injection  of  streptococci 

Ulcers  were  produced  by  injections  of  streptococci  isolated  from 

ulcers  in  man,  slieep,  cattle  and  dogs.     The  ulcers  produced  may  be 

divided  into  ttie  "acute"  and  "chronic"  type  of  ulcer.     The  term 
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acute  as  applied  here  is  an  ulcer  which  is  present  in  an  active  progressive 
state  ten  days  to  three  weeks  after  an  injection.  The  chronic  ulcer 
is  one  which  is  active  five  to  eight  weeks  after  an  injection.  With  one 
exception  the  ulcers  resulting  from  the  streptococcus  injection  lodged 
in  the  Pavlov-pouch.  In  Dog  7  a  chronic  ulcer  was  formed  in  the  duo* 
denum,  about  8  cm.  from  the  pylorus.  Twelve  normal  Pavlov  pouch 
dogs  were  examined  for  gastric  ulcers  but  no  ulcers  were  present. 
Spontaneous  gastric  ulcers  were  found  in  two  Pavlov-pouch  dogs  not 
injected  with  bacteria,  and  in  one  Pavlov-pouch  dog  with  complete 
pancreatectomy.  At  atopsy  cultures  were  made  from  most  of  the  ulcers 
and  pure  cultures  of  streptococci  were  isolated.  The  virulence  of  the 
isolated  streptococci  was  demonstrated  in  two  cases  by  injections  into 
two  dogs.  Gastric  ulcers  with  hemorrhages  of  the  stomach  followed 
the  injections,  and  both  dogs  died  in  less  than  24  hours.  Gross  and 
microscopic  examinations  were  made  in  every  case  and  active  progressive 
ulcers  were  demonstrated. 

Ulcers  were  produced  in  eight  cases  out  of  the  six  normal  dogs  and 
eight  Pavlov-pouch  dogs.  Positive  results  were  obtained  therefore  in 
57  per  cent  of  the  experiments,  seven  of  those  successful  attempts  were 
in  Pavlov-pouches. 

DiacnsBioN 

The  thyroid  feeding  experiments  are  not  sufficient  in  number  to 
warrant  a  conclusion  as  to  the  cause  of  the  depression  in  volume  and 
acidity  of  gastric  juice  during  the  first  hour  after  eating.  Further 
work  should  be  done  to  determine  the  cause  of  the  depression  and 
whether  or  not  the  depression  involves  only  the  secretion  of  the  appetite 
gastric  juice  or  the  entire  secretion  curve.  To  determine  this  it  would 
be  necessary  to  follow  out  the  secretion  during  the  entire  course  of 
digestion.  The  depression  is  not  permanent  as  is  shown  by  the  rapid 
return  to  normal  acidity  and  secretion  rate  when  the  thyroid  feeding 
was  stopped. 

The  experiments  with  6.  coU  do  not  confirm  the  work  of  Steinharter. 
In  only  one  series  of  experiments  was  there  any  indication  that  intra- 
venous injections  of  B.  coli  in  rabbits  (by  Steinharter's  method)  would 
produce  gastric  ulcer.  Five  different  strains  of  B.  coh  were  used,  but 
only  one  strain  appeared  to  be  toxic  to  the  rabbits'  stomach  and  gastric 
lesions  were  produced  in  every  one  of  the  four  rabbits  injected  with 
that  strain  (Strain  4).  There  is  in  all  probability  a  difference  in  the 
virulence  and  specificity  of  the  toxins  produced  by  B.  coli.     But  the 
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gastric  lesions  resulting  from  intravenous  injections  of  B.  coll  are  not 
the  typical  ulcers  which  can  be  produced  by  streptococci. 

The  productions  of  gaetric  ulcers  in  dogs  by  intravenous  injections  of 
streptococci  which  were  isolated  from  gastric  ulcers  in  man,  dogs, 
cattle  and  sheep,  is  a  confirmation  of  Rosenow's  work.  The  fact  that 
the  ulcers  lodged  (in  the  majority  of  cases)  in  the  Pavlov-pou%h  of  the 
dogs,  demonstrate  many  points  of  interest  which  undoubtedly  are  of 
some  clinical  significance.  The  intensity  of  the  movements  and  con- 
tractions of  the  Pavlov-pouch  is  about  as  vigorous  as  in  the  fundus 
of  the  main  stomach.  Since  there  was  no  obstruction  in  the  pouch 
to  alter  the  motor  mechanism,  the  chronicity  of  the  ulcers  must  be 
explained  on  some  other  basis.  The  acidity  of  the  gastric  juice  was 
not  materially  increased  in  any  of  the  dogs  and  only  two  of  the  dogs 
with  ulcere  showed  a  hypersecretion. 

One  is  inclined  to  lay  less  stress  upon  the  factors  of  acidity,  secretion 
and  mechanical  obstruction  when  we  see  active  chronic  ulcers  pro- 
duced in  the  Pavlov-pouch.  In  the  pouch  the  motility  is  less  than  in 
the  pylorus,  there  is  practically  no  mechanical  irritation,  and  the  gastric 
juice  is  constantly  being  drained  from  the  pouch.  Since  the  mechanical 
factors  and  the  corrosive  action  of  the  gastric  juice  is  practically  elimi- 
nated, the  chronicity  of  the  ulcer  must  depend  primarily  upon  the  viru- 
lenceof  the  organism  producii^  the  ulcer.  This  is  further  demonstrated 
in  the  Pavlov-pouch  operation.  There  is  considerable  destruction  of 
the  mucosa  in  a  Pavlov  operation;  but  since  the  necrosed  mucosa  is  not 
infected,  healing  takes  place  in  a  few  days  in  spite  of  the  "corrosive 
action"  of  the  gastric  juice.  The  production  of  the  gastric  ulcers  and 
the  chronicity  of  the  ulcer  is  dependent  primarily  upon  the  virulence 
of  the  streptococci  infection.  The  haematogoneous  origin  of  the  in- 
fection is  further  demonstrated  in  the  unsuccessful  attempt  to  produce 
chronic  ulcers  by  local  injections  of  streptococci  into  the  submucosa 
of  the  Pavlov-pouch. 

The  striking  variations  in  the  secretion  rate  and  acidity  which  each 
dog  showed  after  a  test  meal  will  probably  explain  some  of  the  con- 
flicting clinical  data.  The  results  were  obtained  from  seven  dogs  with 
gastric  and  one  with  a  duodenal  ulcer  (figs.  2  and  3).  There  was  no 
change  in  the  concentration  of  the  acidity  which  indicated  the  presence 
of  an  ulcer  in  any  one  of  the  dogs.  The  acidity  ranged  from  0.0000 
per  cent  to  0.55  per  cent  both  before  and  after  the  production  of  the 
ulcer.  There  was  a  depresmon  in  the  acidity  of  the  gastric  juice  in  Dog 
III.     In  two  of  the  dogs  (Dogs  IV  and  11,  Table  II)  there  was  a  tem- 
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porary  continuous  hyperaecretion  and  a  hypersecretion  after  eating 
but  the  acidity  was  about  normal. 

In  Dog  II  there  was  a  hypersecretion  in  epite  of  the  fact  that  she  had 
developed  distemper  a  few  days  after  the  injection.  Distemper  in  a 
majority  of  cases  depresses  the  acidity  and  secretion.  Why  only  two 
of  the  eight  dogs  should  develop  a  hypersecretion  we  are  not  at  present 
able  to  satisfactorily  explain. 

This  hypersecretion  may  have  been  the  result  of  an  increased  sensi- 
bility of  the  gastric  mucosa  either  produced  locally  or  as  a  result  of  the 
absorption  of  toxins  from  the  ulcer  and  a  stimulation  of  the  vagus 
fibers.  In  gastric  ulcers  involving  extensive  areas  of  mucosa  it  is 
quite  conceivable  that  a  hypersecretion  might  result  from  the  formation 
and  absorption  of  gastrin.  To  determine  whether  the  hypersecretion 
is  due  to  a  local  stimulation,  or  reSex,  it  would  be  necessary  to  perform 
a  series  of  similar  experiments  on  dogs  with  Heidenham  pouches  in 
which  the  vagus  fibers  going  to  the  pouch  have  been  severed. 

CONCLUSIONS 

1.  Feeding  excessive  amounts  of  desiccated  thyroid  depresses  the 
rate  of  secretion  and  concentration  of  acidity  in  the  gastric  juice  during 
the  first  hour  after  feeding. 

2.  The  results  of  Steinharter  ("The  production  of  acute  ulcers  in 
rabbits  by  intravenous  mjections  of  B.  coli")  have  not  been  coaiirmed. 

3.  Gastric  and  duodenal  ulcers  can  be  produced  in  dc^  by  intra- 
venous injections  of  streptococci  isolated  from  gastric  ulcers  in  man, 
dog,  sheep  and  cattle.    This  is  a  confirmation  of  the  work  of  Rosenow. 

4.  There  is  no  "hyperacidity"  in  the  gastric  juice  following  the 
experimental  production  of  gastric  ulcers. 

5.  Gastric  and  duodenal  ulcers  may  or  may  not  result  in  a  continu- 
ous hypersecretion  together  with  a  hypersecretion  after  eating. 

I  wish  to  thank  Dr.  Rosenow  under  whose  supervision  the  bacterio- 
logical work  was  carried  out;  and  Dr.  Carlson  for  his  suggestions. 


Dog  I. 

ExperimentB  were  begun  June  8  and  continued  until  August  19,  1915. 

Two  injections  of  streptococci,  which  I  isolated  from  ulcers  in  sheep  were 
made  directly  into  the  mucosa  and  submucoaa  of  the  Pavlov  pouch.  No  ulcers 
resulted  from  the  injection. 
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Jvlyl$.  Injected  the  growth  from  40  cc.  of  ascites-dextroee  broth  of  Btrepto- 
Docci  ieolated  from  an  ulcer  of  &  cow. 

Injected  a  aimilar  doge  into  a  Dormal  dog  of  about  the  same  weight.  Follow- 
ing the  injection  of  streptococci,  both  in  the  aormal  and  in  the  Pavlov  dog; 
the  dogs  vomited&bile  colored  fluid.  DepressioDfoUowedthe'vomitingandlaated 
for  5  to  6  hours.     The  day  after  the  injection  the  dogs  were  quite  active. 

Jvly  SI.  Posted  the  normal  control  dog  and  found  an  ulcer  in  the  pyloric 
end  of  the  stomach.    The  ulcer  was  about  5  mm.  in  diameter. 

The  Pavlov  dog  was  in  perfect  condition  during  the  entire  experiment. 

Avguit  to.  She  was  chloroformed;  autopsy  showed  her  to  be  quite  normal 
except  for  a  aingle  elongated  ulcer  in  the  small  pouch.  The  ulcer  was  2  cm.  long 
and  4  mm.  in  the  widest  portion.  The  edges  of  the  ulcer  were  rounded  and  slightly 
undermined.  The  base  was  smooth  and  fibrous.  The  extremities  of  the  ulcer 
were  actively  progreBsing.  The  edges  of  the  extremities  were  elevated  and 
hyperaemic. 

Dog  11. 

Sxperimenta  covered  a  period  of  44  days,  beginning  April  14  and  ending  May 
27.  Two  weeks  were  allowed  for  the  dog  to  recover  from  the  effects  of  the  Pavlov 
operation  before  beginning  the  experiments. 

May  7.  Injected  streptococci,  isolated  by  Dr.  Rosenow  from  a  gastric  ulcer 
in  a  hog,  directly  into  the  submucosa  of  the  small  pouch. 

May  9.  No  ulcer  was  found  at  the  site  of  injection.  Examination  was  made 
by  introducing  a  small  test  tube  with  a  mirror  inside,  into  the  pouch.  By  this 
method  one  could  carefully  study  the  mucosa  of  the  pouch. 

May  IS.  I  injected  intravenously  with  the  growth  of  40  cc.  of  aacites-dextroae 
broth  of  a  strain  of  streptococci  which  I  isolated  from  a  gastric  ulcer  in  a  sheep. 

May  SO.  She  ate  very  heartily  but  secreted  slightly  more  juice  than  ber 
maximum  secretion  up  to  this  time.    The  juice  was  blood  tinged. 

May  Bl.  The  dog  does  not  eat  very  much  and  secreted  a  few  cubic  centi- 
meters of  blood  tinged  juice. 

May  Si.  Dog  shows  beginning  distemper.  She  refused  food  and  water.  In 
the  absence  of  food  or  water  there  was  a  continuous  hypersecretion  with  an  acidity 
of  approximately  0.3  per  cent.  The  stomach  was  aspirated  but  no  food  wa« 
presented. 

May  S6.    Condition  about  the  same  as  May  24. 

May  Se.    Same  as  May  25  but  more  mucous  was  secreted. 

May  S7.    Only  mucous  was  secreted. 

Killed  her.  Autopsy:  Slight  lesion  in  the  heart,  all  the  other  organs  are 
normal.  A  large  irregular  ulcer,  1.5  by  2  cm.  was  found  a  little  to  one  side  of  the 
suture  line  in  the  small  pouch.  The  mucosa  was  completely  necrosed  but  had 
not  sloughed  ofi  as  yet. 

Culture  showed  mainly  stteptococci  with  a  few  B.  coli.  Microscopic  exami- 
nation showed  active  progressive  ulcer  which  had  extended  into  the  muscular  coats. 
There  was  a  slight  scar  tissue  formation.  Leucocytic  infiltration  had  extended 
into  the  muscular  coats. 
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The  experimentB  on  this  dog  covered  the  period  from  April  9  to  August  26. 

May  6.  Injected  streptococci,  isloated  from  gastric  ulcer  in  a  sheep,  directly 
into  the  submucosa.    No  ulcer  was  produced. 

May  IS.  Injected  the  growth  from  10  cc.  of  ascites-dextTose  broth  of  strepto- 
cocci, isolated  from  a  gastric  ulcer  in  a  sheep,  directly  into  the  submucosa.  No 
ulcer  was  produced. 

May  SS.  Injected  the  growth  from  60  cc.  of  aacites-dextrose  broth  of  a  24- 
hour  culture  of  streptococci  isolated  from  an  ulcer  In  a,  sheep.  The  same  dose 
was  injected  into  another  Pavlov  pouch  dog  and  killed  a  week  later.  No  ulcer 
was  found. 

One  normal  dog  and  a  normal  rabbit  were  injected  with  the  same  dose  and  58 
hours  later  were  killed.  The  dog  had  a  single  small  ulcer  in  the  pyloric  end  of 
the  stomach.    The  rabbit  had  a  small  ulcer  near  the  fundus  of  the  stomach. 

Dog  VII,  immediately  after  the  injection,  bad  violent  vomiting  movements 
which  were  followed  by  marked  weakness.  The  dog  recovered  completely  by 
the  following  day. 

The  dog  appeared  in  perfect  health  with  the  teat  meals  and  laboratory  treat- 
ment up  to  the  time  she  was  killed  (August  27). 

Autopsy:  All  the  organs  were  normal;  the  stomach,  including  the  Pavlov 
pouch,  was  quite  normal. 

There  was  a  single  round  ulcer  about  1.5  cm.  in  diameter  located  6  cm.  from  the 
pylorus  in  the  duodenum.  The  margins  of  the  ulcer  were  elevated  and  under- 
mined.    The  base  of  the  ulcer  was  hard  and  smooth. 

Dog  IV. 

Operated  for  Pavlov  pouch  about  six  months  previous  to  injection.  She  was 
injected  February  16,  with  the  growth  of  from  "25  cc.  of  ascites-dextroaebrothof  a 
strain  of  streptococcus  isolated  by  Dr.  Kosenow  from  a  duodenal  ulcer  of  a  1^ 
year  old  child.  There  was  vomiting  and  great  weakness  following  the  injection. 
This  condition  lasted  for  about  2  hours. 

Pebruary  17.  The  dog  seems  fairly  well,  eats  heartily  but  secretes  practically 
no  juice  during  the  first  2  hours  after  feeding.  This  condition  continued  tor  one 
week  after  the  injection.  During  that  time  the  juice  (which  was  collected  for  one 
hour  before  and  two  after  feeding)  consisted  of  a  thick  bloody  mucous  practically 
free  from  acid. 

FebTwiry  25.  A  clear  juice  was  secreted;  both  before  and  after  feeding. 
Following  the  sudden  change  from  the  bloody  mucous  secretion  to  the  clear 
juice  that  resulted  in  a  slight  increase  in  the  average  volume  of  gastric  juice 
amounting  to  3.1  cc. 

There  was  a  continuous  hypersecretion  which  lasted  for  six  days  and  them 
returned  to  normal.  The  dog  continued  in  an  apparently  normal  condition 
until  March  1,  when  she  began  to  show  muscular  tremors,  alight  stiffness  of  the 
joints  and  great  weakness. 

March  1 .    The  dog  died  and  was  autopsied  immediately. 

Autopsy;  There  was  hemorrhage  In  the  small  intestine,  and  a  coffee  ground 
colored  fluid  in  the  stomach.    The  mucosa  of  the  stomach  was  normal  except 
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for  a  round  pouched  out  ulcer  in  the  pouch,  2  cm,  from  the  auture  line;  the  ulcer 
was  12mra.  in  diameter.  The  margins  of  the  ulcer  was  thickenedandhyperemic. 
The  center  of  the  base  of  the  ulcer  showed  scar  tissue.  Microscopic  examination 
— There  was  marked  leucocytic  infiltration  which  extended  into  the  submucoaa 
and  muaoular  coats.  Culture  made  by  Dr.  Bosenow  showed  a  great  many  strep- 
tococci and  a  few  B.  coli. 

The  streptococci  was  injected  into  two  other  dogs  and  produced  ulcers  in  both 
dogs.  The  dogs  died  in  less  than  24  hours  of  hemorrhage  of  the  intestine  and 
stomach. 

Dog  V 

Pavlov  pouch  operation  was  performed  2  weeks  before  beginning  the  experi* 
ments.  The  experiments  covered  a  period  of  three  months,  beginning  November 
24  and  ending  February  24. 

January  6.  The  dog  received  an  injection  of  streptococci,  isolated  from  an 
ulcer  by  Dr.  Rosenow.  Control  experiments  showed  the  strain  to  be  of  a  low 
grade  of  virulence. 

January  tS.  Streptococci,  which  were  isolated  from  a  gastric  ulcer,  were 
injected  intravenously.  Following  the  injection  the  dog  vomited  and  appeared 
very  weak  for  several  hours. 

January  SO.     The  dog  is  lame — the  hind  legs  are  somewhat  stiffened. 

February  IS.  Noted  that  food  passed  through  the  main  stomach  into  the 
pouch. 

Febuary  14-  The  dog  was  killed  and  an  ulcer  was  found  at  cap  of  the  small 
pouch.  The  ulcer  had  perforated  bo  that  there  was  a  direct  communication  be- 
tween the  large  and  small  pouch. 

Cultures  showed  many  streptococci,  a  few  B.  coLi.  Microscopic  and  gross 
examination  showed  an  active  progressive  ulcer.  The  ulcer  was  about  6  mm.  in 
diameter.    The  margins  were  elevated  and  slightly  undermined. 

Dog  VI 

Experiments  covered  a  period  of  2  weeks,  beginning  March  31  and  ending 
April  15.  The  data  is  given  in  the  table.  No  injection  of  streptococci  was  made 
in  the  dog. 

April  to.    The  dog  began  to  show  signs  of  distemper. 

The  main  stomach  was  markedly  hemorrhagic. 

The  pouch  appeared  quite  normal  except  for  a  small  round,  deep  ulcer  situated 
in  the  middle  of  the  pouch  and  some  distance  from  the  suture  line.  The  base  of 
the  ulcer  showed  some  fibrous  tissue.  The  edge  was  slightly  undermined  show- 
ing the  ulcer  to  be  quite  active  and  progressing.  This  was  a  spontaneous  ulcer 
evidently  of  streptococci  origin  as  culture  showed  practically  all  streptococci. 

In  the  dog  the  ulcer  was  evidently  present  from  the  time  the  experiments 
were  begun.  There  was  no  evidence  of  a  continuous  hypersecretion  or  hyper- 
acidity. The  case  is  similar  to  that  of  Dog  III.  Both  dogs  developed  sniffles 
and  both  dogs  had  ulcer  in  the  pouch — in  the  one  case  there  was  no  evidence  of 
continued  hypersecretion  (Dog  IV)  while  in  the  other  there  was  a  temporary 
eontinuoUB  hypersecretion  (Dog  III). 
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Dog  VH 


Operated  July  9,  1916;  completely  healed  by  July  13.  Experiments  were 
begun  on  her  July  13  and  continued  until  August  9,  when  she  was  killed.  She 
appeared  perfectly  normal  and  ate  readily  until  July  23.  She  refused  food  for 
2  days  but  by  July  29  she  had  recovered  and  was  again  quite  normal. 

August  4'    She  began  to  show  aymptoms  of  distemper. 

August  SS.  The  symptoms  of  distemper  are  more  prominent.  Tried  to 
"force  feed"  her  but  ahe  could  retain  nothing  on  her  stomach. 

Augutt  9,  Killed.  Autopsy:  Heart,  lungs,  kidney  and  spleen  normal. 
Found  partly  healed  round  ulcer  (about  6  mm.  in  diameter)  in  the  small  pouch. 
The  main  stomach  had  one  small  ulcer  which  was  almost  healed.  There  was  an 
acute  gastritis  of  the  main  pouch;  the  small  pouch  was  quite  normal  except  for 
the  ulcer.  The  ulcer  in  the  small  pouch  was  active  and  progressive.  The  margins 
were  more  or  less  slightly  undermined  and  infiltrated, 

RESULTS 

The  acidity  and  rate  of  secretion  of  juice  with  gastric  vlcer 

Id  Table  II  is  given  the  data  on  the  dogs  in  which  gastric  ulcers 
were  produced,  either  experimentally  or  spontaneously,  together  with 
the  data  which  is  typical  of  a  number  of  the  dogs  in  which  no  ulcers 
were  produced  and  which  are  designated  normal  dogs.  One  can  readily 
see  from  an  examination  of  the  data  for  "normal  dog"  that  there  is 
considerable  variation  in  the  acidity  and  rate  of  secretion  of  individual 
dc^s  and  in  the  same  dog  even  when  a  standard  meal  is  given.  In  the 
table  including  the  work  done  on  the  dogs  with  ulcers,  the  same  wide 
variations  can  be  seen  both  before  and  after  the  production  of  the 
ulcers.  There  were  only  two  dogs  in  the  series  in  which  there  was  any 
indication  of  a  change  in  the  nature  of  the  juice.  Dogs  IV  and  II  both 
showed  a  tendency  toward  continued  hypersecretion  which  lasted  for 
a  few  days  and  then  returned  to  normal.  In  jio  case  was  there  any 
change  in  the  acidity  of  the  gastric  juice  which  could  be  considered  a 
"hyperacidity."  In  Dog  HI  there  was  a  slight  depression  in  the  acid 
concentration.  There  were  variations  and  fluctuations  in  the  rate  and 
acidity  of  the  gastric  juice  during  the  course  of  the  experiments  which 
one  is  bound  to  consider  as  normal  variations. 
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TABLE  n 

The  gatttie  juiee  in  experiTnmlally  produced  gaitrie  and  duodenal  uUert 


Mil.      Ifin.       Aw. 


Hu.       Hin.       Avw. 


Dog.  I,  Normal 
Two  houre  conttnu- 

aussecretioa 

First  hour  after  feed* 

ing 

Second     hour    after 

feeding 

Dog  I,  Gtutric  Ulcer 

Two  hours  continu- 
ous secretion 

First  hour  after  feed- 
ing  

Second  hour  after 
feeding. 

Dog  [I,  Normal 

Two  hours  continu- 
ous secretion 

Pi  rat  hour  after  feed- 
ing  

Second    hour    after 

feeding 

Dag  II,  Gagtric  Ulcerit 

Two  hours  continu- 
ous secretion 

First  hour  att«r  feed- 
ing  

Second  hour  after 
feeding 

Dog  III,  NoT-mal 
Two  hours  continu- 
ous secretion 

First  hour  after  feed- 
ing  

Second     hour     after 

feeding 

Dog  in,   D'wdeiinl  Ul- 

Two  hours  continu- 
ous section.. 

First  hour  after  feed- 
ing . 

Second  hour  after 
feeding 


0.0000  a.0O47f 

58  0.1416 


0.0000 
0,0000 


O.228OD.O000 


0.1915 
0.4010 


Q.0647Q.S40g 

0.0000  0.0024 
0. 00000.0863 


3646 

0,3281 


0000 
0.0000 

1),!641 

0.0000 
0.2097 


0.O176 
0,1778 


0,2301 
D.2712 


D.OOOO 
.0000 
0,1276 

0.0000 

1550 

0.1660 


0143 

0.1432 

2942 

1862 
0.2077 
0.3129 


0.4193 

0.4375 
0,S287 


0.0155 
0.1704 
0.3176 


0.4102 
0.5014 


0.2371 
0.3180 


,0000 
0.2006 
0.3646 

0,0000 

o.oooo 

0.0647 


0.0460 
0.3043 
0,4206 

0.0102 
0,1376 

0.2742 
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TABLE  II— CoBtiBiied 


Dog  IV,  Normal 

Two  hours  continu- 
ous secretion 

One  hour  continuous 
sertretion  combined 
with  one  hour  after 
feeding 

Two  hours  continu- 
ous secretion  com- 
bined with  two 
hours  after  feedinn- 
Dog  IV,  Gastric  Vleer 
First  Week 

Two  houra  before  and 
two     hours     after 

feeding 

Second  Wetk 

Two  hours  before 
and  two  hours  after 
feeding 

Two  hours  continu- 
ous secretion 

Dog  V 

One  hour  before  and 
one  hour  after 
feeding 

One  hour  before  and 
one  hour  after 
feeding 

Dog  VI,  SptmiaTitoua 
Ulcer 

Two  hours  continu- 
ous secretion 

One  hour  after  feed- 
ing  

Second  hour  after 
feeding 

Dog  VII,  Spontaneous 
Ulcer 

Two  hours  continu- 
ous secretion 

First  hour  after  feed- 
ing  

Second  hour  after 
feeding 


9.3047  D.saie 


O.OOOOQ.00000.0000 


0.2553 

0.1915 


0.4922 
0.4922 


0-41S3 
0.34S1 


0.1294 
0.3007 


0.0000 

0.155O 

1641 


0.0258 
0.2081 

0.2780 


0.2644  0.1276  0.1778 


0,0273 

2563 
0,3281 


0.200 
0.2661 
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TABLE  II-C<mtiDued 


.Vorffiol  Dog  I 

Two  hours  continu- 
ous secretion 

One  hour  after  feed- 
ing   

Two  hours  after 
feeding 

Normal  Dog  II 

Two  hours  continu- 
ous secretion 

One  hour  after  feed- 
ing  

Second     hour     after 

feeding 

Normal  Dog  II 

One  hour  before  and 
one  hour  after  feed- 


I  0.2006 
I   0.4010 


0.0000 0 
0. 0734  0 


lejO. 0547  0 
0.3007  0 


I   0.2736 
0.3007 


.0000 
0.1276 
0.2097 


0.0000 
0.1987 


D.2S53 
0.2736 


.0000 

0,0912 


0.0000 
0.1641 


7.6  0.3737  0.1276  0.2673  0-32S1  0.0364  0.2066 
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Id  the  foUowiDg  communications  we  propose  to  show  that  the  bile 
pigment  secretion  can  be  influenced  at  wilt  by  modification  in  the  diet. 
This  means  probably  that  the  liver  has  a  amatrucUve  fimctioa  in 
forming  bile  pigments  as  well  as  the  accepted  eliminative  function  which . 
depends  on  the  destruction  of  red  cells  containing  hemc^lobin.  The 
statement  that  bile  pigment  elimination  may  be  influenced  by  dietary 
conditions  is  proved  conclusively  for  dogs,  and  there  is  every  reason 
to  suppose  that  it  is  true  for  other  animals. 

We  realize  that  the  above  statements  are  contrary  to  the  accepted 
views  of  physiologists,  and  will  require  very  coavincing  proof  which 
we  submit  in  detail  below.  The  generally  accepted  theory  covering 
the  life  history  of  the  bile  pigments  may  be  sketched  somewhat  as 
follows.  Degeneration  of  red  cells  frees  hemoglobin  which  is  brought 
to  the  liver  and  there  changed  to  bile  pigments  which  are  excreted  as 
waste  products  into  the  intestine.  Here  the  bile  pigments  are  reduced 
to  urobilin  or  stercobitin  some  of  which  may  be  absorbed  and  returned 
to  the  liver  and  ^ain  thrown  out  in  the  bile  or  destroyed.  Some  of 
this  urobilin  may  escape  the  liver  and  appear  in  the  urine,  especially 
when  the  liver  is  not  functioning  normally. 

We  hope  to  add  several  factors  to  this  relatively  simple  equation 
which  tn&y  throw  more  light  on  the  functional  capacity  of  the  liver  as 
well  as  the  cycle  of  pigment  metabolism  in  the  body.  We  have  estab* 
lished  (12)  the  fact  that  hemoglobin  can  be  rapidly  changed  to  bile 
pigment  in  the  body  circulation  outside  of  the  liver.  McNee  (5)  has 
recently  confirmed  this  observation.  We  (4)  have  also  shown  that  the 
pleural  and  peritoneal  cavities  can  rapidly  transform  hemoglobin  into 
bile  pigment.  We  believe  that  this  extrahepatic  transformation  of 
hemoglobin  into  bile  pigment  may  be  more  important  than  is  generally 
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supposed,  particularly  in  diseased  oondttions  associated  with  icterus 
OT  hemoglobinemia. 

We  (11)  have  recorded  the  observation  that  an  Eck  fistula  dog  with 
obstructed  common  bile  duct  will  develop  icterus  to  a  much  less  degree 
than  a  normal  dog  with  obstructed  duct.  It  has  been  proved  that  an 
Eck  fistula  liver  is  smaller  than  a  normal  liver  and  has  less  functional 
capacity  (13  and  14).  The  si^gestion  is  obvious  that  the  production 
of  bile  pigments  is  in  part  due  to  the  functional  activity  of  the  liver  and 
not  solely  to  the  hemoglobin  destruction.  In  this  manner  were  we 
lead  into  a  study  of  bile  secretion  and  its  many  difficult  problems. 

An  immense  amount  of  work  has  been  done  upon  the  secretion  of 
bile,  and  it  is  f  iir  to  say  that  most  of  it  was  not  done  in  a  critical  spirit 
but  apparently  with  the  idea  of  proving  that  some  one  or  more  sub- 
stances were  cholagogues.  Stadehnann  (7  and  8)  and  his  co-workers 
are  among  the  few  who  emphasize  the  normal  variations  in  bile  flow  in 
dogs  and  the  extreme  care  necessary  in  drawii^  any  conclusions  from 
small  fluctuations  in  bile  excretion.  Their  experimental  observations 
are  carefully  made,  suitable  controls  are  furnished,  and  great  care  is 
used  in  the  analysis  of  figures.  Their  work  is  to  be  recommended  as 
an  example  for  all  workers  in  this  difficult  field. 

"Bile  circulation"  has  been  definitely  established — Stadelmann  (9). 
This  means  that  the  bile  sails  are  poured  into  the  intestine,  partially 
absorbed  from  it  and  again  excreted  in  ^he  bile.  This  fact  comes  in 
with  the  observation  that  bile  or  bile  salts  are  active  cholagogues,  in 
fact  the  only  substances  upon  which  there  is  agreement  among  experi- 
mental workers.  Among  the  dozens  of  other  drugs  used  as  cholagogues 
one  can  pick  out  any  single  drug  and  find  in  the  literature  several  workers 
who  claim  to  show  that  it  ia  a  cholagogue  and  again  the  same  number 
who  chum  as  proven  from  their  work  that  it  has  do  cholagt^ue  action. 
Almost  all  of  the  conservative  workers  f^ree  that  whole  bile  or  bile 
salts  alone  give  definite  acceleration  to  the  flow  of  bile. 

"Bile  circulation"  for  the  bile  pigmerUs  has  been  claimed  but  never 
demonstrated.  Stadelmann  (9)  says  that  a  very  small  amount  of 
bile  pigment  may  be  absorbed  from  the  intestine  but  there  is  no  definite 
proof  for  this,  and  he  leaves  the  question  open.  There  is  no  question 
that  the  liver  can  pick  bile  out  of  the  circulating  blood  and  rapidly 
excrete  it  through  the  gall  ducts.  This  applies  to  foreign  bile  as 
Wertheimer  (10)  showed  by  meuis  of  sheep's  bile  injected  into  d(^. 
This,  however,  does  not  prove  that  bile  pigments  can  be  absorbed  from 
the  intestine  and  excreted  ngain  in  the  bile  aa  is  as-sumed  by  some  writers. 


d  by  Google 


334  c.  w.  HoopBB  Ain>  a.  h.  vhifplb 

Hemoglobin  injected  into  the  blood  stream,  peritoneum  or  sub- 
cutaneous tissues  will  cause  a  rise  in  bile  pigment  output  trom  the 
liver.  Stadelmafin  and  his  pupils  submit  the  best  experiments  on 
this  point,  but  they  do  not  clajm  that  it  is  quantitatively  eliminated 
as  do  Brugsch  and  Yoshimoto.  The  published  data  of  Brugsch  and 
Yoshimoto  (2),  Brugsch  and  Kawashima  (3)  do  not  establish  their 
claims  that  hematin  is  quantitatively  eliminated  as  bile  pigment.  But 
grant  for  the  sake  of  argument  that  hematin  ia  quantitatively  elimi- 
nated as  bile  pigment,  one  is  surprised  at  their  argument  therefrom 
that  hemoglobin  is  the  source  of  the  bile  pigment,  and  from  the  bile 
pigment  one  can  compute  the  life  cycle  of  the  red  cells!  There  may  be 
a  dozen  substances  which  may  be  quantitatively  or  partially  changed 
into  bile  pigments  or  the  liver  cells  may  be  capable  of  building  up  bile 
pigments  from  various  "building  stones." 

Some  work  has  been  done  upon  the  bile  pigment  excretion  as  influenced 
by  the  injection  of  hemoglobin,  bile  and  bUe  pigments,  also  various 
poisons  known  to  injure  the  liver  or  destroy  red  blood  cells  (Stadel- 
mann,  Brugsch,  Wertheimer,  etc.).  So  far  as  we  know  no  worker  has 
followed  the  curve  of  bile  pigment  excretion  with  suitable  control  of 
general  condition  and  weight  of  dog,  hemo^obin  estimation  and  red 
cell  counts,  the  presence  or  absence  of  pigments  in  the  urine  and  above 
all,  the  diet.  For  the  present  we  shall  confine  our  attention  to  the  bile 
pigment  output  with  occasional  notes  concerning  the  volume  of  bile 
flow. 

At  the  beginning  of  this  work  about  three  years  ago  it  seemed  quite 
necessary  that  the  bile  fistula  dogs  should  be  maintained  as  near  to  a 
normal  healthy  condition  as  possible.  Considerable  time  was  spent 
upon  this  point,  and  every  sort  of  ration  was  tried  out,  mixtures  given 
with  fresh  bile  and  dried  bile,  raw  liver  and  cooked  liver,  raw  and  cooked 
meat,  milk,  raw  eggs,  butter,  fats,  etc.  We  do  not  wish  to  dwell 
upon  negative  results,  but  will  give  only  a  review  of  our  positive  results. 

We  are  convinced  from  our  work  that  bile  is  a  necessary  life  factor 
for  a  dog  fed  upon  any  common  mixed  diet.  There  are  statements 
in  the  literatiure  Albu  (1),  Ransom  (6)  that  bile  secretion  is  not  essential 
to  health  in  man,  but  we  are  sceptical  of  such  reports  as  careful  autopsy 
records  are  not  submitted.  We  are  convinced  from  our  series  of  over 
twenty  animals  that  it  must  be  very  unusual  for  a  dog  to  be  able  to 
survive  on  any  ordinary  diet  if  the  bile  is  completely  excluded  from  the 
intestine.  In  our  experiments,  the  bile  which  the  animal  may  lick 
from  its  fistula  during  the  night  is  not  able  to  maintain  normal  equilib- 
rium or  anything  approximatiog  it. 
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We  wish  to  point  out  again  that  tiie  conunon  bile  duct  can  reestablish 
its  lumen  after  double  ligation  with  silk  and  resection  of  about  I  cm. 
of  the  duct.  We  have  reported  such  cases  in  another  paper  (11), 
and  note  also  that  this  can  happen  in  a  dog  -mih  a  bile  fistula.  A  tiny 
fistulous  tract  may  establish  itself  between  the  cut  ends  of  the  common 
duct  and  allow  the  escape  under  pressure  of  a  small  amount  of  bile  into 
the  duodenum.  One  such  dog  is  included  in  our  series  of  simple  bile 
fistulas.  This  point  must  be  kept  in  mind  and  the  stools  watched  very 
carefully  for  stercobilin  and  at  autopsy  a  very  careful  search  made  at 
the  site  of  the  section  of  the  common  bile  duct.  When  a  dog  with  a 
permanent  bile  fistula  on  an  ordinary  diet  holds  his  normal  weight  and 
condition,  we  believe  that  this  possibility  should  be  considered  and 
excluded  or  not  by  examination  of  the  feces.  Only  a  very  small  amount 
of  bile  seeping  into  the  duodenum  is  required  to  completely  change  the 
clinical  picture  of  wasting  and  general  malaise  to  one  of  health  and  activ- 
ity. Study  of  these  repaired  common  ducts  at  autopsy  shows  how 
small  an  amount  of  bile  introduced  at  this  point  is  necessary  for  health. 
Introduction  of  bile  by  stomach  tube,  however,  has  no  such  favorable 
effect. 

Fresh  bile  (pig)  was  tried  in  two  bile  fistula  dogs  with  poor  suooeas. 
It  was  given  once  or  twice  daily  by  stomach  tube.  This  did  not  pre- 
vent the  usual  loss  of  weight  on  a  mixed  diet.  Recently  we  have  had 
better  results  using  fresh  dog's  bile  mixed  with  the  food,  but  some 
animals  will  not  eat  this  mixture,  and  it  does  not  have  permanent 
effects  when  given  once  or  twice  daily  in  25  to  50  cc.  amounts  by  stomach 
tube. 

Dried  ox  bile  (two  grams  per  day)  was  given  in  capsules  to  many 
of  the  dogs  in  oiu*  earUer  experiments.  This  dried  bile  surely  helps 
maintain  a  normal  condition,  but  as  a  rule  is  not  sufficient  with  a  sim- 
ple mixed  diet,  and  most  of  these  bile  fistula  dogs  died  after  several 
weeks  with  the  familiar  picture  of  emaciation,  intestinal  disturbances, 
including  much  loss  of  blood,  and  stupor.  Dried  ox  bile  cannot  be 
counted  upon  to  replace  in  any  satisfactory  way  the  normal  flow  of  bile, 
but  it  does  some  good  in  some  instances. 

Fresh  pig's  liver  was  tried  as  a  diet  following  quite  a  series  of  un- 
successful bile  fistulas  which  were  fed  bile  in  various  ways.  Marked 
improvement  was  noted  with  fresh  liver  forming  a  part  of  the  diet, 
but  the  dogs  soon  refused  to  eat  the  raw  liver.  Cooked  liver  was  then 
tried  with  the  same  success,  and  we  feel  very  certain  that  bile  fistula 
dogs  can  be  kept  in  practically  normal  condition  and  weight  equilibrium 
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OB  a  diet  of  cooked  liver  (pig  or  sheep).  This  statement  must  be 
slightly  qualified  as  some  dogs  do  not  react  as  well  as  the  majority: 
again  the  dogs'  condition  may  remain  perfect  for  months  with  a  terminal 
loss  of  ground  and  intoxication.  The  diet  used  in  the  majority  of 
experiments  was  the  usual  mixed  diet  of  cooked  meat,  bones,  and  bread 
plus  100  to  200  grams  of  cooked  liver  as  indicated  in  the  charts. 

That  liver  feeding  in  dogs  with  complete  bile  fistulae  is  of  peculiar 
benefit,  and  may  maintain  them  in  a  normal  condition  for  weeks  is 
pretty -definitely  established.  This  liver  feeding  is  more  efficacious 
in  most  cases  than  feeding  fresh  or  dried  bile,  and  is  to  be  considered 
in  the  treatment  of  certain  clinical  cases.  What  particular  chemical 
substance  in  the  liver  is  responsible  for  this  influence  on  the  abnormal 
metabolism  of  bile  fistula  dogs?  We  hope  to  ^ve  an  answer  to  this 
question  in  the  near  future. 

UBTHODS 

1 .  Operation  and  po^roperatiw  care 

The  operative  procedure  and  care  of  the  animals  are  very  important 
factors  in  these  experiments,  and  have  not  been  sufficiently  emphasized 
by  many  workers.  The  object  should  be  to  maintain  the  dog  in  as  neat- 
to  perfect  condition  as  possible,  and  this  is  not  easy. 

All  operations  are  done  under  ether-morphia  anaesthesia,  and  strong, 
active,  short-haired  dogs  of  about  thirty  pounds  weight  are  most  suit- 
able. An  incision  is  made  in  the  mid  line,  and  the  gall  bladder  dis^ 
sected  free  fromthe  liver.  The  common  duct  is  freed,  doubly  ligated, 
and  about  1  cm.  between  the  ligatures  is  resected.  The  gall  bladder  is 
then  pulled  through  a  small  stab  wound  in  the  right  rectus  close  to  the 
costal  mor^,  and  fixed  by  silk  sutures  to  the  sheath  of  the  rectus. 
The  stab  wound  should  be  rather  smalt,  as  a  small  fistula  is  desired. 
The  gall  bladder  is  then  opened,  and  a  small  piece  of  rubber  tubing 
about  1  cm.  in  diameter  is  pushed  down  into  its  lumen,  and  fixed  here 
by  two  stay  sutures.  The  median  incision  is  closed  as  usual.  No 
dressings  are  applied,  as  they  only  serve  to  irritate  the  skin,  and  the 
wounds  heal  very  promptly.  The  tube  in  the  gall  bladder  should  be 
removed  on  the  sixth  or  eighth  day,  and  care  should  be  taken  that  the 
tube  drains  freely,  else  a  distinct  icterus  may  result,  and  prolong  con- 
valescence or  actually  render  the  animal  useless  for  further  work.  If 
there  are  no  complications,  the  dog  should  be  in  good  condition  by 
the  third  week,  and  ready  for  bile  collections  by  the  method  described  ' 
below. 
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A  regular  routine  is  very  important  in  the  experiments,  and  is  a  part 
of  the  care  so  necessary  to  keep  the  dogs  in  good  condition.  The 
dogs  are  allowed  to  exercise  in  a  yard  for  about  one-half  hour  in  the 
morning.  They  are  brought  in  for  collection  of  bile  about  10  a.m., 
and  put  up  in  the  harness  for  a  period  of  six  or  eight  hours,  during  which 
time  specimens  are  removed  every  two  hours.  The  dogs  are  fed  . 
two  hours  after  the  start  of  the  experiment  each  day.  At  the  end  of  the 
observation  they  are  turned  into  the  yard  to  exercise  about  one  hour, 
and  then  given  a  heavy  feed  and  locked  in  their  cages.  Dogs  and 
cages  are  kept  very  clean,  and  dogs  are  washed  once  or  twice  a  week. 
Collections  are  made  every  week  day,  and  this  is  important,  because 
otherwise  the  fistula  will  narrow  and  obstruct  the  outflow,  jaundice 
will  supervene,  and  the  general  condition  of  the  dog  will  suffer.  Great 
variations  in  the  bile  pigment  output  will  then  occur.  It  is  best  to 
dilate  the  bile  fistula  occasionally  but  very  gently.  On  Sundays  the 
fistulas  are  drained  by  a  catheter,  but  no  collections  are  made.  Under 
this  r^me,  the  bile  collected  will  be  perfectly  clear,  except  for  an  oc- 
casional small  shtead  of  mucun,  and  at  autopsy  the  larger  bile  passages 
will  be  sniooth,  pale  and  normal  throughout  except  for  sli^t  dilatation. 

S.  CoUection  of  bUe 

A  Eonall  flexible  rubber  tube  about  7  cm.  long  is  passed  into  the  bile 
fistula,  and  should  fit  accurately.  This  tube  passes  through  the  short 
stem  of  a  glass  funnel,  and  is  fixed  firmlyin  it.  This  serves  two  purposes 
— first,  the  funnel  catches  a  little  mucus  which  oozes  from  the  edge  of 
the  fistula,  and  prevents  its  mixture  with  tne  bile  secretion;  second,  it 
will  show  any  escape  of  bile  about  the  tube  which  never  occur?  in  suit- 
able fistulae,  and  serves  to  hold  the  tube  firmly  in  place  in  the  fistula. 
The  glass  funnel  is  held  tight  against  the  abdomen  and  fistula  by  a 
binder  reinforced  by  metal  about  the  fimnel.  The  binder  is  held 
accurately  in  position  by  adhesive  plaster  over  the  dog's  back,  and  a 
small  rubber  bag  is  fixed  to  the  end  of  the  glass  funnel  stem  to  catch 
all  the  bile.  Wide  cloth  and  webbing  strips  are  passed  under  the  thorax 
and  forelegs  to  prevent  the  dog  from  Ijdng  down  on  the  rubber  bag 
and  spoiling  the  collection.  The  dogs  stand  or  sit  on  their  haunches, 
and  doze  quietly  a  good  part  of  the  period  of  collection. 
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S.  Bile  pigment  eetimaHan 

One  cubic  centimeter  of  the  bile  to  be  analyzed  is  added  to  49  cc.  of 
the  foUowing  solution  (ethyl  alcohol  95  per  cent,  100  cc,  nitrio  acid 
concentrated,  0.4  cc,  and  hydrochloric  acid  concentrated,  2  cc) 
and  mixed  in  a  volumetric  flask.  The  flask  is  shaken  thorot^hly, 
corked,  and  allowed  to  stand  at  room  temperature  about  eighteen  hours, 
when  the  readings  are  made.  This  solution  turns  bluish  green,  and 
rew^bes  its  maximum  color  in  twelve  to  eighteen  hours,  and  holds  its 
intensity  for  twenty-four  to  forty-eight  hours  or  longer.  The  solution 
is  filtered  through  paper,  and  read  in  a  colorimeter  (Autenrieth-Kdnigs- 
berger  as  modified  by  Rowntree  and  Geraghty).  The  method  is  very 
simple  and  accurate  to  0.01  mgm.  of  bilirubin. 

The  bile  pigments  in  the  serum  or  urine  are  estimated  as  follows. 
The  fluid  is  made  alkaline  with  a  saturated  solution  of  sodium  carbon- 
ate and  mixed  with  a  10  per  cent  solution  of  calciiun  chloride  giving  a 
voluminous  precipitate  containing  the  bile  pigments.  The  precipitate 
is  thrown  down  and  washed  repeatedly  with  distilled  water  by  use  of  the 
centrifuge.  The  precipitate  is  finally  dissolved  in  a  measured  amount 
of  the  nitro-hydrochloric  acid  alcohol  solvtion,  and  allowed  to  stand 
at  room  temperature  over  night.  The  pigments  are  then  estimated  by 
the  colorimeter. 

For  this  work  it  is  very  desirable  to  have  a  permanent  standard  wedge 
for  the  colorimeter,  and  after  many  trials  the  best  result  was  obtained 
as  follows.  A  normal  solution  of  very  pure  copper  sulfate  is  treated 
with  a  few  drops  of  a  dilute  watery  solution  of  India  ink.  This  sus- 
pension is  not  permanent  unless  fixed  in  some  way.  This  is  accom- 
Ushed  by  a  solution  of  agar-agar  and  gelatin  which  must  be  cleared 
with  great  care.  Equal  parts  of  the  gelatin-agar  solution  and  normal 
copper  sulfate  solution  are  combined  while  still  warm,  and  poured  into 
the  standard  wedge.  The  mixture  of  copper  sulfate,  ink,  and  gelatin- 
agar  when  it  cools  is  permanent,  and  the  wedge  may  be  sealed  with 
vasehne.  Our  standard  wedge  had  been  standardized  against  (a)  pure 
bilirubin  obtained  from  human  gall  stones,  (b)  bihrubin  C.  P.,  Kahl- 
baum,  source  of  bile  unknown,  and  (c)  pure  crystalline  dog  bilirubin. 
A  table  has  been  constructed  so  that  knowing  the  colorimeter  reading 
and  the  amount. of  bile  in  cubic  centimeters,  the  bile  pigment  can  be 
read  off  directly. 

Table  I  (Dog  16--6)  shows  the  output  of  bile  and  bile  pigments  by 
a  dog  in  good  condition  on  mixed  diet  plus  cooked  liver.     The  bile 
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secretion  varies  in  six  hours  from  a  minimum  of  42  cc.  to  a  maximum 
of  69  cc.  and  the  hile  pigments  from  29  mgm.  to  42  mgm.  The  two 
hour  periods  are  seen  to  vary  greatly,  but  there  is  no  relation  to  food 
which  is  always  given  at  the  end  of  the  first  two  hours.  Bile  is  excluded 
from  the  intestine  and  stercobilin  is  absent.  There  are  only  traces  of 
bile  pigment  in  the  urine.  This  bull  dog  was  very  fat  when  operated 
upon,  and  the  initial  loss  of  weight  during  the  first  month  is  in  part 
due  to  this  fact.     It  is  noted  that  bile  fistula  dogs  in  the  best  possible 
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Normal  dog — mixed  diet  and  liver 
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.  condition  will  carry  but  very  little  subcutaneous  fat.  If  the  dog  is 
lean  and  muscular  at  time  of  operation,  it  will  lose  only  a  little  weight, 
but  if  very  fat,  the  dog  will  lose  several  pounds  after  operation  in  spite 
of  any  care  and  apparent  good  health  and  appetite. 

Table  II  (Dog  16-6)  shows  the  same  dog  as  Table  I  two  months 
later  when  in  apparently  excellent  condition.  The  dog  was  fed  a  mixetl 
diet  plus  cooked  liver  and  fresh  dog  bile.  It  is  to  be  noted  that  the 
bile  volume  is  much  greater  than  in  Table  I  (average  per  six  hours — ■ 
58  cc.)  an  compared  with  the  average  of  96  cc.     We  believe  this  ehola- 
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gogue  action  is  wholly  due  to  the  freeh  bile  feeding.  On  the  other  hand 
the  bile  pigments  are  lower  (average  28.6  mgm.  per  six  hours)  as  com- 
pared with  Table  I  (average  34.4  mgm.  per  six  hours).  This  drop  in 
bile  pigment  output  we  do  not  believe  is  due  to  loss  in  weight,  as  the 
dog  seemed  quite  normal  and  had  a  good  appetite.  We  will  discuss 
this  point  more  in  detail  later. 

The  animal  seemed  normal  in  all  respects  imtil  December  5,  when 
she  vomited  some  food.  The  next  day  she  developed  muscular  tremors 
and  convulsions  shortly  followed  by  death.     The  intoxications  which 

TABLE  II 
Normal  dog — mixed  diet,  liver  and  bile 
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develop  in  consequence  of  long  standing  bile  fistulas  are  of  great  interest 
but  cannot  be  discussed  at  this  time. 

Autopsy  in  general  is  negative.  Kidneys  and  other  organs  are 
normal.  Liver  is  practically  normal;  no  increase  in  fat.  There  is 
slight  increase  in  the  brownish  color  of  the  liver  cells.  The  bile  passages 
are  all  clean  and  pale  throughout,  even  at  the  lower  part  of  the  fistula 
in  contact  with  the  drainage  tube  when  it  is  in  place.  The  common 
duct  and  the  hepatic  ducts  are  shghtly  dilated  and  thickened.  Site 
of  section  of  common  duct  is  obliterated  by  dense  scar  tissue.  The 
duodenal  papilla  is  normal,  and  contains  only  mucus  and  no  bile. 
Bile  is  completely  excluded  from  the  intestine. 
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Table  III  (Dog  15-22)  shows  the  initial  loss  of  weight  following  a 
bile  fistula  from  30.8  pounds  to  24.5  pounds  due  to  the  fact  that  the 
dog  was  quite  fat  when  operated  upon.  The  bile  flow  varies  fiom  66  cc. 
to  97  cc.  per  six  hours  (average  76  cc),  and  the  bile  pigments  from 
20  mgm.  to  32  mgm.  per  six  hours  (avenge  25.5  mgm.),  but  the  maxima 
and  the  minima  for  bile  Sow  and  bile  pigments  do  not  coincide  in  any 
way.  Bile  pigmento  are  constantly  present  in  small  amounts  in  the 
urine.    The  usual  hourly  variations  in  seeretiop  are  noted.    Sterco- 
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bilin  is  absent,  and  bile  presumably  absent  from  the  intestine,  which 
is  to  be  contrasted  with  Table  IV  in  the  same  dog. 

Table  IV  {Dog  15-22)  is  of  considerable  interest  because  the  dog's 
stools  now  contain  some  stercobilin.  This  period  is  about  four  months 
after  Table  III  observations  of  April.  In  May  it  was  noted  that  the 
dog  had  gained  weight  up  to  his  original  weight  of  30.8  pounds,  and 
was  in  unusual  condition  for  a  bile  fistula  dog  on  a  liver  and  mixed  diet. 
Stercobilin  was  found  in  the  feces  constantly  from  this  time  on,  and 
we  were  forced  to  the  conclusion  that  by  means  of  a  small  fistulous 
tract  (as  observed  previously  in  the  dogs  at  autopsy)  a  small  amount 
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of  bile  escaped  into  the  duodenum  when  the  pressure  iu  the  common 
duct  was  elevated. 

From  great  numbers  of  observations  on  this  dc^  and  others  with 
no  bile  escaping  into  the  duodenum  at  any  time,  we  are  convinced  tiiat 
the  collections  from  this  dog,  15-22,  represent  his  total  output  during 
the  periods  of  six  hours,  we  know  that  such  fistulous  tracts  as  this  dog 
must  have  are  very  small  and  tortuous,  and  permit  of  only  small  amount 
of  hile  escaping  even  under  high  pressure.  His  output  (Table  III), 
before  this  fistulous  tract  into  the  duodenum  was  established,  is  praeti- 

TABLE  IV 

Normal  ilog — mixed  diet  and  tiiw — hile  in  intestine 
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cally  identical  with  that  in  Table  IV,  the  after  period.  His  output  of 
bile  compares  exactly  with  that  of  similar  dogs  with  complete  fistulae, 
shows  the  same  fluctuations  and  the  same  average  output.  When  the 
dog  is  put  up  in  harness  with  a  tube  draining  his  gall  bladder,  it  seems 
almost  certain  that  all  the  bile  escapes  through  this  tube  as  the  flow 
takes  place  by  gravity'.  When  the  dt^  is  curled  up  in  his  cage  with  his 
bile  fistula  partially  closed  and  compressed  by  his  posture,  much  bile 
escapes  into  the  cage,  and  a  small  amount  escapes  into  the  duodenum 
along  the  path  of  the  resected  and  ligated  common  duct.  This  bile 
is  sufficient  to  maintain  the  dog  in  normal  condition. 
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Table  V  (Dog  15-22)  resembles  in  general  Table  IV,  and  shows  the 
satne  constantly  high  hemc^lobin  curve.  There  is  a  Uttle  loss  of  we^ht, 
but  the  dog  is  in  perfect  condition.  This  table  covers  a  period  of  five 
days  following  a  period  of  four  days  of  sexual  intercourse  and  excite- 
ment, during  which  period  of  over  excitement  the  bile  output  was 
double  uoimal.  We  have  more  data  on  this  point  which  we  will  report 
later.  These  data  are  given  to  explain  in  paii  at  least  the  abnormaJly 
high  initial  curve  of  pigment  excretion  in  this  d(^  with  the  progressive 
fall  during  the  week  (Table  V) . 


TABLE  v 
Normal  dog — mixed  diet 
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Table  VI  (Dog  16-5)  is  a  good  example  of  the  Suctuation  of  the  bile 
pigment  curve  which  may  be  found  following  a  bile  fistula  operation 
aeaociated  with  icterus  of  a  mild  but  definite  degree.  For  some  reason 
drainage  was  not  good  after  the  operation,  and  for  many  daysafter 
normal  drainage  was  established  we  see  the  wide  fluctuation  in  output 
from  a  minimum  of  18  mgm.  to  a  maximum  of  58  mgm.  The  weight 
remains  constant,  and  the  d(^  is  active  and  hungry.  Any  procedure 
taken  up  during  any  such  period  could  give  no  information,  and  would 
only  lead  to  confusion.  We  believe  the  icterus  is  in  part  responsible 
for  these  great  fluctuations  in  bile  pigment  excretion.  Gradually 
the  curve  of  pigment  excretion  becomes  more  uniform  as  seen  in  the 
next  Table  VII. 
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Table  VII  (Dog  16-5)  again  shows  the  chol^ogue  action  of  bile 
given  with  the  food  (compare  Table  VI),  and  gradually  the  bile  pigment 
excretion  becomes  fairly  uniform. 

One  notes  on  two  days  (October  1  and  5)  that  the  second  period  of 
collectioD  shows  a  very  small  excretion.  This  is  not  due  to  any  error 
in  collection,  as  the  dog  was  under  constant  observation,  and  we  are 
not  prepared  to  give  a  satisfactory  explanation.     It  has  been  noted 

TABLE  VI 
Post-operative  iclerus — mixed  diet  and  liver 
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that  soon  after  operation  (two  weeks)  the  introduction  of  the  rubber 
tube  may  be  followed  by  an  hour  or  more  of  almost  complete  cessation 
of  the  bile  flow.  This  may  be  due  to  a  nervous  reSex  resulting  from 
the  slight  pain  caused  by  the  catheter  in  the  recent  fistula  or  due  to 
the  excitement  of  the  novel  surrouncHngs  and  an  unfamiliar  procedure. 
We  may  be  able  to  give  a  satisfactory  explanation  as  more  observations 
accumulate,  but  at  present  we  believe  such  periods  of  inhibition  of 
flow  may  be  due  in  part  to  some  nervous  reflex. 
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Slight  ieUrva — mixed  diet  andfretk  biU 
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TABLE  Vm 

Poor  condition — duodenal  uleer 
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Table  VIII  (Dog  15-16)  shows  a  good  example  of  a  dog  wiiich  lost 
ground  steadily  after  the  operation  in  spite  of  careful  feeding  and  every 
<ittention.  His  bile  output  is  fairly  constant,  but  the  bile  pigment 
secretion  varies  from  26  to  70  mgm.  per  six  hours.  He  developed  a 
slight  grade  of  icterus  and  lost  all  appetite.  He  was  sacrificed  because 
of  poor  general  condition. 

Autopsy  gave  the  following  information.  Liver  seraned  nonnal  in 
gross,  but  under  the  microscope  showed  a  little  fatty  degeneration. 
Bile  passages  all  normal,  and  bile  completely  excluded  from  duodenum. 
Large  duodenal  ulcer  (1.5  by  1  cm.)  about  3  cm.  below  pylorus  extending 
deep  into  muscular  coats  gives  no  evidence  of  hemorrhage.  Prostate 
is  huge.  Microscope  shows  the  common  cyst  adenoma  of  the  gland. 
The  dc^  was  quite  old.  The  old  age  and  the  duodenai  ulcer  may  be 
in  part  responsible  for  the  rapid  failure  of  this  dog  after  the  bile  fistula 
operation.  However,  he  showed  some  signs  of  the  characteristic  intox- 
icacion  which  so  frequently  carries  oS  the  animals. 

DISCDSBION 

A  study  of  the  above  tables  will  emphasize  the  point  which  Stadel- 
mann  insists  upon  with  so  much  justice,  namely,  the  normal  Sow  of 
bile  bom  a  bile  fistula  dog  is  subject  to  wide  fluctuations,  which  cannot 
at  present  be  explained.  This  includes  fluctuation  in  the  total  output 
and  the  bile  pigment  secretion,  but  it  is  to  be  noted  that  these  maxima 
do  not  coincide.  A  low  output  of  bile  may  contain  a  high  total  bile 
p^ment  content  and  vice  versa.  Stadelmami  points  out  the  fact  that 
bile  pigment  and  bile  salt  secretion  have  no  relation,  and  he  argues 
from  this  that  the  function  of  the  liver  cell  is  double  and.  quite  inde- 
pendent in  these  two  respects.  With  this  point  in  mind,  it  is  obvious 
that  one  must  be  very  careful  jn  analysis  of  any  observations  on  bile 
secretion.  Experiments  must  be  repeated  again  and  again,  and  a 
seemingly  unnecessary  number  of  control  observations  must  be  re- 
corded before  and  after  the  actual  experiment.  It  is  seen  in  the  above 
tables  that  with  care  and  proper  food  a  dog  may  have  a  fairly  long 
period  of  relatively  uniform  secretion.  Such  periods  are  most  favor- 
able for  experimental  work. 

We  realize  that  criticism  may  be  offered  against  our  six  hour  period 
of  bile  collection.  Many  of  the  recorded  experiments  of  other  workers 
show  twenty-four  hour  collections  or  even  periods  of  several  days 
during  which  time  the  dog  is  suspended  comfortably  in  a  sling.    Others 
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uae  ten  or  twelve  hour  perioda  for  several  consecutive  days.  After 
some  observations,  it  seemed  best  in  the  long  nm  to  make  shorter 
daily  collections  over  many  weeks  or  months,  obtaining  the  bile  every 
day  durmg  the  same  hours,  the  dog  having  a  constant  daily  routine. 
The  dog  can  live  a  pretty  normal  existence,  and,  most  hnportaat  of  all, 
can  inaintain  a  pretty  constant  bodily  condition  for  a  long  period  of 
time.  Such  bile  collections  perhaiH  represent  more  nearly  the  normal 
Sow  as  it  occurs  in  a  norm^  dog  under  laboratory  conditions. 

It  will  be  seen  after  a  careful  study  of  the  above  tables  that  these 
bile  fistula  dogs  on  the  mixed  diet  have  a  pretty  uniform  averageexoretiaa. 
of  bile  pigments — about  1  mgm.  per  pound  body  weight  per  six  hours. 
Our  animals  are  even  more  constant  in  this  respect  than  those  studied 
by  Stadeknaon  and  his  co-workers,  but  our  average  is  practically 
identical  with  their  published  reports.  This  indicates  that  the  method 
used  by  Stadelmann  (spectrophotometric)  gives  the  same  general 
results  as  our  method.  The  figures  given  by  Brugsch,  Kawashima 
and  Yoshimoto  are  about  three  times  as  high  as  those  just  reviewed, 
and  can  scarcely  be  accepted  as  correct. 


Our  experiences  with  bile  fistula  dogs  indicate  that  bile  is  ess^itial 
for'the  life  of  the  animal  on  a  mixed  diet  of  meat,  bones,  and  bread, 
[f  bile  is  wkoUy  excluded  from  the  intestinal  tract,  the  dog  loses  ground 
steadily,  shows  intestinal  disorders  accompanied  by  blood  in  the  feces, 
and  usually  within  a  month  dies  with  peculiar  symptoms  of  intoxication. 

Fresh  pig's  bile  given  by  stomach  tube  and  dried  ox  bile  given  in 
capsules  will  sometimes  improve  the  condition  but  not  to  any  notable 
degree. 

Fresh  dog's  bile  mixed  with  the  food  will  sometimes  give  good  results 
if  the  dog  will  eat  the  mixture.  Given  by  stomach  tube  the  results 
are  not  favorable. 

Cooked  liver  added  to  a  mixed  diet  usually  keeps  the  dog  in  good 
healthy  condition  for  a  long  period  of  time.  At  present  we  are  not 
prepared  to  explain  this  observation,  but  the  fact  may  have  some 
clinical  application. 

Under  very  uniform  conditions  the  bile  pigment  excretion  may  form 
a  pretty  uniform  curve,  and  experimental  variations  under  such  cir- 
cumstances will  have  some  value.  The  usual  average  bilepigmeit 
excretion  amounts  to  one  miligram  per  pound  body  weight  per  six  hours. 
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but  there  are  some  individual  variatioDS  and  coDsiderable  daily  and 
hourly  variafioD. 

When  a  dog  is  not  in  good  condition  and  perhaps  is  suffering  from 
icterus  or  cachexia  or  both,  we  may  see  very  great  fluctuatioos  in  the 
Inle  p^meDt  excretion  curve.  Experimental  observatitms  under  such 
conditions  are  worse  than  useless,  and  can  lead  to  no  conclusions  ot 
value. 
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The  preceding  paper  shows  the  normal  bile  pigment  Becretion  in  dogs 
with  pennanent  bile  fistulae.  The  aormal  fluctuations  are  obvious, 
and  must  be  taken  into  consideration  in  the  analysis  of  any  experi- 
ments. This  paper  gives  observations  which  make  it  clear  that  the 
curve  of  bile  pigment  secretion  can  be  depressed  below  normal  by  a 
meat  diet,  and  can  be  raised  much  above  normal  by  a  diet  rich  in 
carbohydrates. 

It  seems  that  this  observation  must  dispose  of  tiie  commonly  ac- 
cepted belief  concemii^  the  origin  of  bile  pigments;  namely,  that  thery 
can  be  formed  only  by  the  breaking  down  of  red  blood  cells.  Can 
one  assume  that  a  carbohydrate  diet  will  caijse  the  dissolution  of  a 
small  army  of  red  blood  cells  to  explain  the  fact  that  the  output  of  bile 
pigment  may  be  ahnost  doubled  in  a  sharp  transition  from  a  meat  diet 
to  a  diet  rich  in  carbohydrates?    This  seems  improbable  to  say  the  least. 

Methods  and  operative  procedures,  care  of  animals  and  collection 
of  bile  have  all  been  described  in  detail  in  the  preceding  paper.  We 
can  not  give  all  our  experimental  data  on  this  diet  question,  but  there 
is  complete  agreement  in  the  fundamental  observation  that  a  dog  will 
show  a  low  bile  pigment  output  on  a  meat  diet  and  a  definite  increase 
(sometimes  100  per  cent  increase)  on  a  diet  rich  in  carbohydrates.  The 
two  following  experiments  are  given  in  considerable  detail,  because 
the  two  dogs  were  under  observation  for  a  long  period  of  time,  in  per- 
fect health,  showed  a  constant  hemoglobin  curve,  and  only  traces  of  bile 
pigment  in  the  urine  at  times.  The  observations  on  a  single  large  dose 
of  carbohydrate  can  be  multiplied  indefinitely,  but  they  confirm  the 
more  difficult  prolonged  diet  period  experiments  extendii^  over  weeks. 

The  Tables  A,  B,  and  C  show  that  sugar  by  mouth  will  cause  an 
increase  in  bile  pigment  output  in  a  dog  on  a  meat  diet.  There  is  a 
slight  decrease  in  total  bile  flow  during  this  period. 
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TABUe  A 

Cane  augar  feeding  increatee  bile  pigment  leerelion 
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TABLE  B 
Dextrose  feeding  increates  bite  pigment  tecreUon 
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TABLE  C 

Cane  eugar  feeding  increatet  bile  pigment  aecreHim 
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Tables  D  and  E  show  that  dextrose  given  intraveoously  will  also 
oaufie  a  rise  in  the  bile  pigment  curve  of  excretion,  one  experimeDt 
on  a  mixed  diet  and  the  second  on  beef  heart  diet.     These  experiments 
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show  little  decrease  in  bile  flow,  especially  in  Table  D,  where  the  larger 
amount  of  fluid  (1000  cc.)  was  given  intravenously.  Such  variations, 
however,'  come  within  physiological  limits,  and  no  importance  is  to  be 
attached  to  them. 
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Table  F  shows  Id  a  couviDcmg  way  that  a  meat  diet  gives  a  much 
lower  output  than  a  diet  rich  in  carbohydrates.  The  meat  diet  period 
of  six  days  ehows  an  average  output  of  29.1  mgm.  bile  pigment,  which 
is  not  very  low,  as  can  be  seen  in  the  after-period  of  eleven  days  with 
an  average  of  25.6  mgm.  (Table  H).  This  same  dog  at  other  times 
on  a  meat  diet  has  gone  as  low  as  16  mgm.  bile  pigment  output  average 
of  six  days. 

TABLE  r 
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The  sharp  transition  to  the  diet  of  bread,  milk  and  bones  gives  a 
great  rise  to  an  average  of  45.2  mgm.  bile  pigment,  an  increase  of  over 
50  per  cent  bile  pigment  elimination.  There  is  a  1  rifling  decrease  in 
average  bile  flow  from  59  cc.  to  52  cc. 

Table  G  shows  that  a  continuation  of  the  bread,  milk,  and  bone 
diet  does  not  maintain  the  bile  pigment  output  at  the  maximiun  of 
45.2  mgm.  of  the  previous  week,  but  the  average  is  39.7  mgm'.  bile  pig- 
ment.    This  same  fact  is  noted  in  another  dog  (TableK),and  there  is 
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s  tendency  for  the  high  bile  pigment  curve  of  &  carbohydrate  diet  to 
approach  the  mean  curve  of  a  mixed  diet.  Also  there  is  the  same  tend- 
ency for  the  low  bile  pigment  curve  of  a  meat  diet  to  approach  the  mean 
curve  of  a  mixed  diet.  This  appUes  particularly  to  d(^  kept  for  several 
weeks  on  a  meat  diet  or  a  carbohydrate  diet.  The  meat  diet  d<^  may 
show  periods  of  rise  in  bile  pigment  output  close  to  the  mean  curve  of  a 


TABLE  a 
Bih  pigment  tecrtlion  on  carbokydraU  diet  and  fat 
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mixed  diet.  The  diet  rich  in  carbohydrate  may  give  a  very  high 
initial  curve  (perhaps  double  nonnal),  which  is  apt  to  fall  during 
succeeding  weeks,  but  always  remains  somewhat  above  the  mean  curve. 
Cotton  seed  oil  fed  with  this  bread,  milk,  bone  diet  is  associated 
with  a  slight  drop  in  bile  pigment  elimination,  but  another  d(^  (Table  K) 
gives  negative  results.  We  hope  to  do  much  more  work  with  various 
fats  and  lipoids. 
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Table  H  shows  the  after-period  on  a  beef  heart  diet  with  an  averse 
output  of  25.6  mgm.  bile  p^ment.  The  flow  of  bile  is  somewhat 
increased  on  this  diet  from  60  cc.  to  S3  cc.  per  six  hours. 

The  importance  of  these  observations  (Tables  F,  G,  H)  lies  in  part 
in  the  fact  that  this  dog  was  under  constant  observation  with  daily 
collections  of  bile  for  a  period  of  about  eight  weeks  in  perfect  health 
with  uniform  hemoglobin  curve.  The  deduction  to  be  drawn  from 
changes  in  diet  under  such  uniform  conditions  will  be  of  value,  and  the 
sequence  of  events  is  not  to  be  lost  sight  of:  (1)  Meat  diet  and  low 

TABLE  H 

Bile  pigment  eecretion  on  beef  heart  diet 


bile  pigment  elimination:  (2)  bread,  milk,  bone  diet  and  very  high 
bile  pigment  curve:  (3)  second  period  of  bread,  milk,  bone  diet  and 
constant  high  pigment  curve;  (4)  same  diet  with  oil  shows  sUght  fall 
in  bile  pigment  curve:  (5)  end  period  of  beef  heart  diet  with  low  bile 
pigment  elimination  (see  table  M). 

Table  J  confirms  the  observations  in  Table  F,  but  the  change  here 
is  not  so  striking.  On  a  meat  diet  the  dog  put  out  27.7  mgm.  bile 
pigment,  and  on  a  bread,  milk,  bone  diet  eliminated  37.5  mgm.  bile 
pigment.     It  is  to  be  noted  that  this  dog  was  losing  weight  during  this 
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period,  but  seemed  in  good  health,  and  the  hemoglobin  curve  was 
uniform. 

Table  K  shows  a  alight  fall  during  the  second  week  of  carbohydrate 
feeding,  but  it  remains  above  the  meat  diet  period,  and  shows  no  de- 
pressioii  as  the  result  of  adding  cotton  seed  oil  to  the  same  diet. 


BiU  pigment  lecretion 
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The  after-period  (Table  L)  is  unsatisfactory  because  rather  too  short 
as  a  result  of  the  death  of  the  dog.  She  was  apparently  in  perfect 
health  December  4,  and  it  is  proper  to  include  this  reading  in  the  table. 
The  next  day  she  refused  food,  and  vomited  once,  but  did  not  appear 
sick.  On  December  6  she  died  with  peculiar  symptoms  of  intoxication, 
and  the  autopsy  abstract  is  given  in  the  preceding  paper  (following 
Table  II— Dog  16-6). 
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TABLE  K 
Bile  pigment  twrtlion  on  caThohydrate  diet  and  Jai 
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DIBCUSaiON 


From  the  above  tabulated  experiments  it  is  clear  that  a  diet  rich 
in  caxbohydrates  or  sugar  by  mouth  or  dextrcee  intravenously  will 
increase  the  secretion  of  bile  pigments.  We  believe  the  data  are 
sufficient  to  establish  this  as  a  fact,  but  how  may  we  explain  this  in- 
crease in' bile  pigments  following  the  administration  of  a  carbohydrate? 
There  are  numerous  possibilities  which  must  be  tried  out  by  various 
experimental  procedures,  and  we  will  merely  mention  a  few  of  them. 

Sugar  feeding  at  once  suggests  a  storing  of  glycogen  in  the  liver, 
and  its  deposition  in  the  liver  cell  may  accelerate  the  metabolic  activity 
of  the  cell  or  stimulate  it  to  produce  greater  amounts  of  bile  pigments 
than  under  normal  conditions. 

We  must  recognize,  too,  that  a  meat  diet  tends  to  depress  the  bile 
pigment  secretion  below  the  usual  level  of  a  mixed  diet.  Any  explan- 
ation suggested  to  explain  the  carbohydrate  stimulus  must  also  ex- 
plain the  protein  diet  depression  of  bile  pigment  output.  It  is  possible 
that  a  meat  diet  in  dogs  represents  a  normal  condition,  and  that  the 
low  curve  of  pigment  excretion  on  the  meat  diet  is  the  true  normal 
excretion.  The  rise  on  a  simple  mixed  diet  of  bread  and  meat  may 
then  be  explained  by  the  addition  of  the  carbohydrate  and  the  maxunum 
output  on  the  bread,  milk,  bone  diet  as  due  to  a  great  increase  in  the 
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carbohydrate  portion  of  the  diet.  It  will  be  of  considerable  interest  to 
observe  the  bile  pigment  output  on  a  pure  carbohydrate  diet.  This 
b  a  difficult  type  of  experiment  for  a  bile  fistula  dog,  but  it  may  give 
results  of  considerable  vilue  when  carried  to  a  successful  termination. 

Here  it  may  be  mentioned  that  we  have  pretty  good  evidence  that 
bile  or  blood  feeding  do  not  greatly  increase  the  bile  pigment  output. 
We  hope  to  report  detailed  work  on  this  important  point  in  the  near 
future. 

When  it  is  suspected  that  the  liver  can  form  bile  pigments  out  of 
various  materials  other  than  hemi^Iobin,  which  is  so  closely  related 
chemically  to  bile  pigment,  one  first  thinks  of  substances  rich  in  the 
pyrrhole  nucleus.  Bile  pigment  or  blood  feeding  should  give  a  great 
increase  in  bile  pigment  output,  which  is  not  the  fact.  One  must  go 
hack  further  in  the  developmeat  of  the  body  pigments  and  ask;  where 
does  the  hemoglobin  come  from?  A  prompt  answer  is  made  that 
hemoglobia  is  formed  in  the  red  cells  in  the  bone  marrow.  But  it 
is  at  least  possible  that  these  cells  may  merely  put  the  finishing  touches 
on  this  complex  substance,  which  may  &e  buUt  up  in  great  measure  in 
some  other  tissue.  Id  other  words,  there  m^  be  a  prehemoglobin 
substance  manufactured  somewhere  in  the  body,  perhaps  in  the  liver, 
which  may  be  fixed  by  the  bone  marrow  cells,  and  appear  as  finished 
hemoglobin.  If  it  can  be  estabhshed  that  the  liver  cells  form  any 
such  substance,  a  loog  step  will  have  been  made  toward  the  solution 
of  this  complex  question  of  pigment  metabolism. 


A  large  dose  of  sugar  by  mouth  will  give  a  constant  reaction  in  a 
healthy  dog  with  a  bile  fistula.  It  will  cause  a  definite  increase  in 
bile  pigment  excretion  over  a  period  of  several  hours. 

The  same  rise  in  the  curve  of  bile  pigment  elimination  follows  intra- 
venous injection  of  dextrose. 

A  mixed  diet  in  a  healthy  bile  fistula  dog  is  associated  with  a  fairly 
constant  mean  bile  pigment  elimination. 

A  change  to  a  meat  diet  will  give  a  depression  of  this  average  bile 
pigment  elimiaation. 

A  change  to  a  diet  rich  in  carbohydrates  will  give  a  sharp  rise  in 
bile  pigment  output — often  30  to  100  per  cent  increase.  Such  modi- 
fications of  bile  pigment  elimination  may  be  carried  on  indefinitely 
with  a  healthy  animsl. 
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We  believe  established  ttie  fact  that  carbohydrates  stimulate  the 
excretion  of  bile  pimento  in  bile  fistula  dogs,  but  a  convincing  explana- 
tion of  this  phenomenon  we  can  not  bring  forward  at  this  time.  More 
work  is  required. 

It  seems,  howevre,  that  these  facts  must  overthrow  the  long  accepted 
theory  that  bile  pigment  is  formed  only  as  a  result  of  the  disintegratioD 
of  red  blood  cells. 

It  is  at  least  possible  that  the  liver  has  some  constructive  ability 
in  pigment  formatioo  which  can  be  modified  by  diet.  It  is  also  possible 
that  the  liver  may  be  concerned  in  building  up  other  body  pigments 
than  bilirubin — for  example,  hemoglobin. 
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Received  for  publication  Februnry  19,  1916 

The  obeervatioDS  herein  recorded  were  obtained  in  the  couTBe  of  an 
investigation  of  the  relation  of  pancreas  extracts  to  vasomotor  con- 
ditions. The  ordinal  aim  of  our  work  was  to  determine  whether  or 
not  pancreas  extracts  contain  a  specific  hormone  which  could  account 
for  the  favorable  results  which  one  of  us  (B.)  has  obtained  in  the 
clinical  use  of  such  material  in  arteriosclerosis,  particularly  in  angina 
pectoris  (1).  Though  this  problem  was  not  satisfactorily  solved,  cer- 
tain observations  made  during  the  study  have  seemed  worthy  of  record. 

The  technique  employed  was  essentially  that  described  in  other 
reports  from  this  laboratory  (2).  D<^,  under  ether  anesthesia,  were 
used  in  all  cases  as  experimental  animab.  These  were  first  given 
standard  injections  of  epinephrin  and  nicotin — of  the  former  1  cc.  of  a 
1 :80,000  solution,  and  of  the  latter  1  cc.  of  a  1 :  2,000-4,000  solution— 
and  the  vasomotor  responses  noted  by  means  of  a  mercury  manometer 
and  fioat.  These  reactions  served  as  an  index,  respectively,  of  the  con- 
dition of  the  peripheral  musculature  and  of  the  vasomotor  centers — 
a  conclusion  warranted  by  the  work  of  Elliott  (3),  and  of  Langley  and 
Dickinson  (4),  on  the  points  of  action  of  epinephrin  and  nicotin. 

Following  this  prehminary  standardization,  the  animals  were  given 
intravenous  injections  of  gland  extracts,  and,  after  the  blood-pressure 
had  returned  to  a  constant  level,  the  reactions  were  again  determined. 

Various  gland  preparations  were  employed — fresh  saline  and  glycerine 
extracts  of  the  pancreas  of  the  animal  on  the  table,  similar  extracts  of 
the  pancreas  of  other  dogs,  commercial  pancreatic  extracts,  principally 
the  koladin  of  Fairchild,  and  sahne  extracts  of  salivary  glands.  Having 
convinced  ourselves  that  the  commercial  material  gave  results  com- 
parable in  a  qualitative  way  with  those  of  the  other  pancreas  extracts, 
holadin  was  used  in  most  of  the  subsequent  experiments.   Quantitatively 
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however,  it  proved  distinctly  more  potent  than  equivalent  doaes  of 
freah  saline  extracts  of  the  gland. 

The  tendency  of  the  extracts  of  most  glandular  tissues,  when  intro- 
duced intravenously,  to  produce  a  fall  in  the  arterial  pressure  has  been 
amply  demonstrated.  Whether  this  behavior  is  to  be  attributed  to  the 
cholin  content  of  certain  of  these  extracts;  or,  in  the  case  of  the  pan- 
creas, to  the  action  of  a  hormone  antagonistic  to  eplnephrin ;  or  is  to  be 
r^arded  as  a  manifestation  of  protein  sensitization ;  or  finally,  is  due 
to  other,  still  unrecognized,  factors,  does  not  concern  us  in  this  place. 
Suffice  it  to  say  that  the  characteristic  depressor  effect  of  these  sub- 
stances was  obtained  with  all  of  the  pancreas,  and  with  some  but  not 
all  of  the  salivary  gland,  preparations;  and  that  only  the  data  derived 
from  those  which  gave  such  a  hypotensive  result  are  included  in  this 
report. 

In  addition  to  the  fall  in  arterial  pressure  following  the  injections 
there  was  observed  a  primary,  slight  pressor,  effect;  a  gradual  return  to 
the  normal  tension  following  the  depression,  except  in  the  case  of 
extremely  large  doses,  which  caused  a  permanent  hypotension;  a  fairly 
constant  direct  relationship  between  the  dose  introduced  and  the  pres- 
sure fall;  an  acceleration  of  the  heart  beat;  and  an  increase  in  the 
respiratory  rat?  which  persists  even  after  the  pressure  and  pulse  have 
returned  to  the  normal. 

The  commercial  pancreas  extracts  employed  in  this  study  were  pre- 
pared by  macerating  carefully  weighed  amounts  of  the,  powder  in 
distilled  water  for  twenty  minutes,  after  which  the  mi^ure  was  doubly 
filtered  and  diluted  to  the  desired  concentration.  A  dose  of  I  cc.  of  a 
1  :  50  saline  solution  of  the  extracts  was  found  adequate  to  produce  a 
well  marked  fall  in  blood-pressure  (fig.  I). 

Small  doses,  it  was  noted,  did  not  affect  the  standard  reactions  to 
epinephrin,  tracings  due  to  the  injection  of  the  latter,  before  and  after 
the  introduction  of  the  extracts,  being  practically  alike.  With  heavy 
pancreas  doses,  i.e.,  1  cc.  of  a  1 :  50  solution,  on  the  contrary,  epinephrin 
failed  to  produce  as  complete  a  response  as  before. 

In  figure  II  are  presented  comparative  tracings  showing  the  reactions 
to  epinephrin  and  nicotin  before  and  after  holadin  injections.  Graphs  1 
and  2  are  the  reactions  to  1,0  cc,  epinephrin.  An  average  normal 
blood-pressure  of  120  mm.  was  maintained  during  the  five  determi- 
nations. Before  the  introduction  of  the  pancreas  extract  (graph  3), 
epinephrin  caused  a  pressor  effect  amounting  to  28  mm.  (graph  1). 
The  reaction  to  the  same  dose  after  the  pancreas  injection  is  seen  in 
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graph  2;  the  rise  is  22  mm. — a  loss  of  6  mm.,  or  more  than  20  per  cent 
as  compared  with  graph  1. 

Similar  comparative  tracings  showing  the  behavior  of  nicotin  are 
seen  in  graphs  4  and  5.  In  the  former  there  is  a  pressor  effect  of  16  mm. 
and  in  the  latter  of  4S  mm.  The  increased  response  to  nicotin,  in  this 
case  amounting  to  300  per  cent.,  is  characteristic,  though  so  pronounced 
a  sensitization  is  not  always  observed.  The  pancreas  injection  caused 
a  depression  of  50  mm.,  the  curve  returning  to  the  normal  at  the  end  of 
six  minutes.     . 

In  view  of  the  well-known  tendency  of  many  other  gland  extracts  to 
cause  hypotension  upon  intravenous  injection,  Ringer  solution  extracts 
of  the  submaxillary  glands  were  employed  in  a  small  series  of  animals. 
The  results  were  not  constant  either  in  respect  to  their  hypotensive 
action,  or  as  regards  their  augmenting  the  response  to  nicotin.  Those 
extracts,  however,  which  were  most  active  in  depressing  the  arterial 
pressure  generally  produced  the  most  marked  augmentation  of  the 
nicotin  reaction. 

We  may  summarize  our  work  as  follows:  Extracts  of  the  pancreas 
(glycerine,  saline  and  commercial,  and  particularly  the  latter)  when 
introduced  intravenously  into  dogs,  cause  as  a  rule  a  pronounced  fall 
in  blood-pressure,  associated  with  an  acceleration  of  the  pulse  and 
respirations.  Repeated  injections  of  these  extracts,  in  a  dosage  suffi- 
ciently large,  produce  a  gradually  diminishing  response  to  standard 
epinephrin  injections.  A  single  dose  of  the  preparations  e.g.,  1  cc.  of 
a  1: 50  solution,  brings  about  a  marked  augmentation  in  the  reaction 
to  nicotin,  which  in  many  cases  amounts  to  300  per  cent  or  more. 
Saline  extracts  of  the  submaxillary  gland  exhibit  a  similar,  though  not 
so  constant,  behavior. 

As  stated  earUer  in  the  paper  considerable  difference  was  noted  in  the 
depressor  potency  of  various  preparations  used.  A  similar  difference 
was  observed  in  the  augmentation  of  the  nicotin  reaction.  This 
correlation  suggests  th^t  the  essential  feature  in  the  experiments  is  the 
hypotension.  Possibly,  the  augmentation  of  sympathetic  irritabiUty 
is  due  to  the  cause  postulated  in  another  paper  from  this  laboratory, 
i.e.,  a  partial  anemia  of  the  medullary  centers  (5).  The  effect  may  be 
due,  on  the  other  hand,  to  action  upon  the  sympathetic  cells  directly. 
The  matter  remains  to  be  determined  by  subsequent  research. 

The  reduction  in  the  epinephrin  reactions  when  larger  doses  were  used 
indicates  that  a  partial  paralysis  of  the  peripheral  vascular  muscula-ture 
occurred.  This  conclusion  follows,  moreover,  from  the  fact  that  low 
blood-pressure  coincided  with  augmented  vasomotor  irritability. 


d  by  Google 


ErracT  of  qland  bxtractb  on  vasomotob  isritabilitt     366 

The  peripheral  vascular  depression  suggests  that  due  to  foreign 
protein  poisoning  or  to  anaphylactic  shock.  Dose  for  dose,  however, 
our  pancreas  preparations  were  distinctly  more  potent  than  peptone 
solutions.  The  obvious  difference  from  the  anaphylactic  reaction  is 
that  there  was  no  reason  to  suppose  that  previous  sensitization  had 
occurred.  Just  what  element,  if  any,  is  common  to  the  three  cases  is  an 
open  question. 


Various  pancreas  and  salivary  gland  preparations  caused  a  vascular 
depression.  This  was  associated  with  a  decreased  reaction  to  epine- 
phrin,  but  with  an  augmented  reaction  to  nicotin.  Such  extracts 
cause  therefore,  an  augmented  irritability  of  the  vasoconstrictor  centers. 

We  take  pleasure  in  acknowledging  our  debt  to  Prof.  R.  G.  Hoskins 
for  his  assistance  in  this  research. 
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The  origin  of  the  antibodies  of  the  body  fluids — lysins,  agglutinins, 
and  opsonins  have  been  the  subject  of  very  extended  study.  Most 
of  these  studies  have  been  confined  to  blood  only,  but  of  late  years 
the  other  fluids  have  come  in  for  a  share  of  the  observation  (1),  (2),  (3). 
In  work  published  in  earlier  papers  (2),  (3),  it  was  shown  that  if  the 
six  body  fluids  of  experimental  animals  most  readily  accessible,  were  ar- 
ranged in  order  of  decreasing  concentration,  the  following  Beries  would  be 
formed:  serum,  thoracic  lymph,  neck  lymph,  pericardial  fluid,  aqueoui< 
humor,  cerebrospinal  fluid;  but  occasionally  the  order  hod  to  be  re- 
versed in  the  case  of  the  last  two.  Clinical  observations  made  with 
the  Wassermann  reaction  show  that  in  some  cases  the  antibody  against 
syphilis  may  be  more  concentrated  in  the  cerebrospinal  fluid  than  in 
the  serum,  at  least,  the  cerebrospinal  fluid  shows  a  binding  of  comple- 
ment when  the  serum  does  not.  Such  cases  were  never  observed  in 
our  work  on  experimental  animals. 

With  the  observation  of  this  apparently  general  rule  of  concentra- 
tion of  antibodies,  it  Was  apparent  that  two  explanations  of  the  pres- 
ence of  antibodies  in  the  fluids  of  the  body  are  possible;  the  antibodies 
may  be  formed  in  the  blood,  or  reach  the  blood  from  extra  vascular 
sources,  and  then  pass  into  the  lymphs  and  other  body  fluids;  or,  they 
may  be  formed  in  the  lymph,  or  in  some  extra  vascular  cells  and  poured 
into  the  lymph  and,  then  make  their  way  into  the  blood  stream,  where 
the  concentration  becomes  greatest  by  loss  of  water,  by  secretion,  lymph 
formation,  etc.  If  the  Srst  be  the  true  condition,  then  in  the  passively 
immune  animal,  we  should  be  able  to  trace  the  passage  from  blood  to 
lymph  with  the  true  relation  between  concentrations  as  laid  down  by 
the  rule;  if  the  latter  is  the  case,  in  the  passively  immune  animal  the 
passage  from  blood  to  lymph  might  be  difficult  and  would  not  obey 
the  rule  laid  down. 

With  these  points  in  mind,  the  passage  of  antibodies  from  the  serum 
into  the  body  fluids  of  a  normal  dog,  rendered  passively  immune  by 
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cross  circulation  with  another  dog  highly  immune  to  some  antigen  was 
undertaken.  Our  method  of  croes  circulation  consisted  in  placing  a 
paraffined  cannula  in  both  central  and  peripheral  ends  of  the  cut  caro- 
tid arteries  of  both  animals.  The  central  end  of  the  carotid  of  the 
normal  dog  was  then  connected  with  the  peripheral  end  of  the  carotid 
of  the  immune  dog  by  meana  of  a  paraffined  rubber  tube  filled  with 
warm  0.9  per  cent  NaCl  solution,  and  vice  versa.  All  clamps  were  then 
removed  and  the  peripheral  end  of  the  carotid  in  each  case  held  in  the 
fingerB  in  order  to  be  sure  that  the  blood  had  not  coE^ulated  in  the  tub- 
ing. Although  no  anticoagulants  were  used,  no  particular  difficulty 
with  coagulation  was  experienced.  Cross  circulation  was  employed 
rather  than  bleeding  the  normal  dog  dry  and  refilling  the  vessels  by 
transfusion  from  an  immune  dog,  because,  while  the  cross  circulation 
method  did  not  give  as  high  a  degree  of  passive  immunity  as  the  trans- 
fusion method  would  have  given,  it  did  not  at  any  time  alter  the  blood 
pressure  conditions  in  the  recipient  and,  therefore,  it  did  not  alter  the 
physiological  conditions  under  which  lymph  formation  wastaking  place. 
Neither  was  plethora  induced  by  over  filling  of  the  vessels.  So  far  as 
we  could  determine,  the  passively  immune  dog  was  normal  except  for 
having  yielded  one-half  of  his  own  blood,  to  an  immune  dog,  and  hav- 
ing received  an  equal  amount  of  immune  blood  in  return. 

The  antigen  used  was  commonly  rat  or  goat  blood  or  both.  B. 
typhosus  was  used  in  several  experiments.  The  methods  used  for  deter- 
mining the  concentration  of  antibodies  was  that  recommended  by 
Hektoen  (4)  in  an  article  to  which  the  reader  is  referred  for  the  details. 
In  general  all  fluids  were  tested  within  thirty-six  hours  after  withdrawal 
from  the  body,  and  in  the  interval  they  were  kept  in  the  ice-box.  All 
fluids  were  heated  at  49°C.  for  thirty  minutes  to  kill  complement.  The 
hemolysins  were  reactivated  with  guinea  pig  complement.  Fresh 
washed  dog  leucocytes  from  a  pleural  exudate  induced  by  aleuronat 
were  used  in  determining  opsonins. 

The  results  from  our  experiments  were  so  concurrent  that  we  feel 
that  the  publication  of  the  protocol  of  a  single  experiment  is  sufGcient, 
although  20  animals  were  used  in  the  series. 

Dog  19.     Large  brindle  and  white  cur:  weight  1$  k. 
May  tt,  1910.    Intraveaous  injection  of  20  oc.  10  per  cent  waahed  rat  corpuscle. 
May  tS,  1910.     Intr&venous  injection  of  5  cc.  goat  blood. 
May  SO,  1910.     Anaesthetized  with  ether,  trachael  cannula  inserted. 

10.00  a.m.    'Sampled  of  serum.    Neck  lymph  and  thoracic  lymph  collected. 

10.09-10.19.    Cross  circulated  from  carotic  with  Dor  20. 

10.20,    Serum  collected.    Dog  killed.    See  table  1. 
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TABI£  I 
Dog  IB.  This  table  shoira  the  highest  dilution  at  which  the  body  fiuids  arejuat  able 
la  produce  the  reaction  of  the  antibody  under  consideration  in  thebody  fluids  of  the 
immunized  animal,  and  in  the  serum  jvsl  after  cross  circulation  laith  the  normal. 
The  number  in  each  column  represent!  the  highett  dilution  at  which  the  reaction  in 
queetion  occurred.    Thus  788  =  lysis  in  dilution  of  1-768. 
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Dog  iO.     Large  broufi  cur;  weight  tO  k. 
10.00  a.m.    Animal  anaesthetized  with  ether.    Tracheal  cannula. 
10.00.     Samplea  of  aerum.     Neck  lymph  and  thoracic  lymph  collected. 
10.09-10.19.    CroflB  circulated  from  carotid  with  Dog  19- 
11.21  " 
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7.25.    Animal  killed  with  ether.    Lymplu 
until  next  day.    See  Table  2. 


Neck  lymph  and  thoracic  lymph  taken. 


s  defibrinated  and  placed  o 


TABLE  ! 
Dog  SO.  This  taUe  shows  the  highest  dilution  at  whidi  ^e  body  fluids  are  just  able  to  produc 
the  reaction  of  the  antibody  under  consideration  in  the  body  fluids  of  (Ae  normtrf  dog,  and  ?; 
the  body  fluids  of  the  same  animal  at  various  intervals  after  cross  circulation.  The  numbe 
in  each  column  represents  the  highest  dilutitm  in  which  the  reaction  in  question  took  j^aci 
Thus  788  -  lysie  in  a  dilution  of  I  in  788. 
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These  results  are  graphically  expressed  in  Charts  1,  2,  and  3.  The 
results  show  that  if  an  animal  is  rendered  passively  immune  by  the 
introduction  of  immune  blood  under  as  nearly  normal  conditions 
physiologically  as  possible  the  concentration  of  antibodies  of  the  lymph 
rises  from  the  first.  The  rise  is  more  rapid  in  the  thoracic  lymph 
than  in  the  neck  lymph,  and  the  point  ultimately  reached  is  always 
higher  in  the  former  than  in  the  latter,  thus  obeying  the  rule  for  actively 
immune  animals.  Hence,  we  beUeve  that  in  measuring  the  antibody 
concentration  in  the  lymphs  of  the  passively  immune,  we  are  measuring 
what  takes  place  in  the  actively  immune  animals.'     The  antibodies 
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Chart  1.    This  chart  shows  the  curve  of  the  hemagglutinioB  in  the  body  fluids 
of  the  normal  dog  after  croas  circulation  with  the 


reach  ihe  blood,  and  from  that  point  make  their  way  into  the  other 
body  fluids  by  passage  through  the  normal  membranes  until  a  certain 
equilibrium  is  reached. 

CONCLUSIONS 

1.  The  concentration  of  antibodies  is  greater  in  the  serum  than  in 
the  thoracic  lymph,  and  greater  in  the  thoracic  lymph  than  in  the 
neck  lymph,  not  only  in  the  actively  immune  animal  but  also  in  the 
passively  immune  animal;  not  only  after  equilibrium  is  established  but 
at  the  time  when  active  exchange  is  occurring. 

'  The  method  does  not  eliminate  the  possibility  that  some  antibodies  are  added 
to  the  lymph  from  the  tissueB  of  the  actively  immune  animal,  nor  do  the  authors 
flee  any  method  by  which  this  phase  may  be  studied. 
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Chart  2.    This  chart  shows  the  curve  for  the  hemolysins  in  the  body  fluids 
of  the  normal  dog  after  cross  circulation  with  the  im 
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Chart  3.    This  chart  shows  the  curve  of  the  hemopsonins  in  the  body  fiuids 
of  the  normal  dog  after  cross  circulBti'on  with  the  ii 


d  by  Google 


ORIGIN  OF  THE  ANTIBODIES   OF   THE   LYUPH  371 

2.  The  Bource  of  the  antibodies  of  the  lymph  is  the  blood  by  direct 
exchange  from  that  fluid.  There  is  no  evidence  that  antibodies  originate 
from  the  tissues  and  are  emptied  into  the  lymph  stream  at  the  seat  of 
formation, 
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The  Anterior  Lobe  of  the 
Pituitary  Body 


About  three  years  ago  we  prepared  a  quantity  of  the  desiccated 
aoterior  lobe  of  the  pituitary  body,  which  we  aeat  to  118  olmical 
oo-workers,  asking  their  assistance  in  an  invettiAation  of  iti  phy- 
siologic and  therapeutic  effects. 

While  a  number  of  striking  resulu  have  been  reotntled,  it  ia 
apparent  that  the  anterior  lobe  must  be  offered  without  any  very 
d^nite  knowledge  of  the  conditions  in  which  sudi  a  substance  is 
specifically  indicated. 

There  seenu  to  be  no  doubt,  however,  that  peculiar  disturb* 
anoes  of  metabolism,  such  as  result  in  delayed  development,  both 
mental  and  physical,  and  certain  derangements  of  the  genito-urinary 
system,  are  markedly  benefited  by  antertor-h>be  thnopy.  The 
product  has  been  used  with  good  results  in  amenorrhea,  sexual 
infantilism  of  the  obese  type,  delayed  mental  and  physical  develop- 
ment in  diildrea  of  a  neurotic  type,  menorrhogia  for  which  no  cause 
could  be  ascertained.  Mongolian  imbecility,  and  mental  obtundity. 
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NOTES  ON  THE  FALLING  REFLEX  OF  CATS 
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The  ability  of  cats  to  turn  in  the  air  and  to  land  squarely  upon  their 
four  feet  when  falling  is  a  very  well  known  and  interesting  phenonienon. 
ThiB  response  to  falling  is  found  invariably  among  normal  cats;  the  rota- 
tion  in  the  air  occurs  to  either  side  dependent  only  upon  the  initial  pod- 
tjoa  in  the  air.  Thus  a  cat  with  its  legs  inclining  more  to  the  right  will 
turn  to  this  side,  making  the  subsequent  rotation  more  easily.  The 
reaction  is  bo  typical  and  inevitable  that  it  seemed  to  offer  an  oppor- 
tunity to  test  the  hypothesis  that  many  of  the  phenomena  obtained  in 
decerebrate  animals  were  the  result  of  an  antigravitational  tendency 
in  the  lower  centers  of  the  nervous  system.  This  view-point  was  first 
advanced  by  Sherrington  (7)  who  stated  (p.  302)  in  regard  to  the 
rigidity  following  decerebration: 

The  muscles  it  predominantly  afFects  are  those  which  in  that  atlitude  an- 
tagonise gravity.  Id  standing,  walking,  running,  the  limbs  would  sink  uoder 
the  body's  weight  but  for  contraction  of  the  extensora  of  the  hip,  knee,  ankle, 
shoulder,  elbow;  the  head  would  hang  but  for  the  retractors  of  the  neck;  the 
tail  and  jaw  would  drop  but  for  their  elevator  muBclea.  These  musolca  iioiinter- 
act  a  force  (gravity)  that  continually  threatens  to  upset  the  natural  |>OBture. 
The  force  acts  continuously  and  the  muscles  exhibit  continued  action,  (.onus. 

The,  importance  and  ragnificance  of  such  an  hypothesis  seem  to  us  to 
warrant  further  investigation.  A  search  through  the  available  litera- 
ture failed  to  reveal  any  studies  of  the  matter  in  animals  which  exhibited 
characteristic  antigravitational  reactions.  Likewise  no  record  could  be 
obtained  of  any  physiologic  analysis  of  the  factors  involved  in  this 
typical  rotation  of  cats  when  falling,  although  the  physical  aspects  of  this 


d  by  Google 


374  HENBr  R.   UULLER  AND  LEWIS  H.  WEED 

phenomenon  have  been  more  or  less  exteDaively  investigated.  In  addi* 
tion  it  was  felt  of  value  to  ascertain  the  physiological  anatomy  of  this 
response  to  falling — ^what  pathways  are  involved,  what  anatomical 
Btructures  yield  the  initial  stimuli,  and  what  infiuence  the  cerebral 
cortex  has  in  the  process. 

The  results  of  the  experiments  here  reported  have  been,  in  the  main, 
80  coDsisteut,  that  it  seems  pardonable  to  present  them  even  though  the 
series  be  small.  All  of  the  observations  were  made  as  acute  experiments, 
aUowing  the  cats  to  recover  wholly  from  the  anesthesia  before  testing 
the  responses.  These  acute  experiments  were  employed  to  avoid  any 
possible  assumption  of  function  by  other  organs,  to  compensate  for  the 
experimental  procedures.  The  animals  were  dropped  varying  distances 
upon  a  soft  bed  of  straw  in  order  that  no  discomfort  could  be  caused 
by  any  failure  of  the  normal  rotation.  For  the  routine  observation  the 
animals  were  held  in  a  horizontal  position,  with  their  backs  to  the 
Soor,  and  an  effort  was  made  to  avoid  imparting  to  the  animal  any 
rotatory  impulse  on  releasing  the  hands. 

A  study  was  iirst  made  of  this  turning  or  falling  reflex  in  normal  cats. 
All  of  these  animals  invariably,  when  dropped,  turned  in  the  air  so  as  to 
fall  easily  upon  the  feet.  The  turn  in  the  air  occurred  almost  imme- 
diately after  the  support  was  removed,  the  rotation  being  in  the  direc- 
tion of  the  greater  ease.  All  of  these  normal  animals  were  able  to  com- 
plete the  turn  perfectly  within  a  fall  of  1  foot;  some  were  able  to  accom- 
plish the  same  twist  of  the  body  within  the  surprisingly  short  distance 
of  6  inches.  When  these  normal  animals  were  bUnded  with  a  tightly 
fitting  mask,  the  rotation  was  made  almost  as  perfectly  and  as  quickly 
as  by  the  normal  animal.  The  landing  upon  the  straw  was,  however, 
not  as  accurate  in  these  masked  animals,  seemingly  because  of  their 
ignorance  as  to  the  height  of  the  fall. 

The  reflex  rotation  of  these  blinded  cats  in  the  air  si^gested  imme- 
diately that  the  semicircular  canals  were  the  source  of  the  initial  impulse 
which  occasioned  the  motor  response.  Hence,  under  full  anesthesia, 
these  canals  were  destroyed  by  an  extra-cranial  route — first  on  one 
side  and  subsequently  upon  the  other.  It  was  found  possible  to  accom- 
plish this  destruction  of  the  internal  ear  completely  by  this  method 
without  affecting  neighboring  structures. 

If  in  a  normal  cat,  the  three  semicircular  canals  on  one  side  be  de- 
stroyijd,  there  will  result  a  marked  horizontal  nystagmus  to  the  opposite 
side,  a  partial  rotation  of  the  head  away  from  the  lesion,  and  a  variable 
d^ree  of  ataxia  (especially  in  the  head).     The  animals  strongly  resisl 
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rotation  away  from  the  lesion,  reclining  always  upon  the  operated  Bide. 
Ewald  (3),  Cyon  (2),  von  Stein  (8)  and  othera  have  described  such  acute 
symptoms  for  several  other  species.  Somewhat  similar  acute  disturb- 
aaces  were  found  by  Lee  (5)  in  the  case  of  the  dog-fish,  after  cutting  the 
acoustic  nerve— deflection  of  the  eyeballs,  change  of  position  of  the  fins, 
curving  of  the  body  to  the  operated  side  and  recUning  upon  this  side. 

When,  however,  one  of  these  experimental  cats  with  a  unilateral 
lesion  of  its  semicircular  canals  was  dropped,  it  was  always  found,  in 
liiiB  series,  to  rotate  in  the  air,  and  to  land  upon  the  straw  in  a  fairly 
Qormal  fashion.  The  motor  response  in  this  rotation  was  never  as 
perfect  a^  in  the  nom[ial  cat,  due  possibly  to  the  removal  of  some  vestib- 
ular influence  upon  the  muscular  tonicity  (Ewald).  In  addition,  the 
animals  usually  required  a  greater  distance  in  which  to  inaugurate  their 
rotational  movement. 

Bilateral  loss  of  the  vestibular  apparatus  altered  markedly  the  mus- 
cular, postural  and  ocular  reactions  of  these  cats.  These  animals  ex- 
hibited no  nystagmus  of  any  character;  the  ataxia  was  frequently  tre- 
mendously augmented;  no  preference  was  shown  for  either  side  on  lying 
down.  These  changes  in  the  reactions  of  the  animal  were  particularly 
well  shown  in  these  observations  when  the  experimental  procedure  was 
of  two  stages:  in  the  first  operation,  the  canals  on  one  side  were  cus- 
tomarily destroyed  with  a  resulting  ataxia,  nystt^mus  away  from  the 
lesion  and  a  definite  tendency  to  recline  only  on  the  operated  side; 
after  the  loss  of  the  second  canal-system,  the  ocular  and  postural 
reactions  disappeared  with  an  accentuation  of  .the  ataxia. 

Quite  similar  to  our  findings  in  the  unilateral  lesions  were  the  reac- 
tions on  falling  shown  by  animals  with  both  internal  ears  destroyed. 
Such  cats,  after  complete  recovery  from  the  anesthesia,  on  being 
dropped,  will  turn  in  the  air  and  land  upon  their  feet.  This  result,  at 
variance  with  our  preconceived  notions  of  the  process,  has  been  re- 
peatedly found  in  every  one  of  the  animals  observed. 

But  apart  from  the  inevitable  ataxia  in  the  turning  movement  of  the 
animals  with  one  or  both  of  their  canalicular  systems  destroyed,  there 
was  found  in  these  experiments  a  marked  difTerencc  in  the  response  of 
animals  in  which  one  internal  ear  or  both  internal  ears  had  been  de- 
stroyed. The  animals  with  a  unilateral  loss  of  the  semicircular  canals 
were  observed,  on  falling,  to  turn  always  away  from  the  lesion.  In 
other  words,  such  an  animal  with  the  right  internal  ear  destroyed, 
would  inevitably  twist  in  the  air  to  the  left,  even  though  this  necessi- 
tated a  rotation  of  the  body  through  270  degrees.     On  the  other  hand. 
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the  destruction  of  both  of  the  canal-systems  permitted  the  animal  to 
rotate  in  either  direction  (this  being  determined  apparently  by  the 
angle  to  be  traversed  in  the  rotation). 

Such  findings  inevitably  force  one  to  assume  that  other  oi^ans  than 
the  semicircular  canals  are  able  to  initiate  this  falling  reflex  in  cats. 
This  other  receptor  which  occasions  the  reflex  seems  to  concern  the 
eyes.  If,  as  stated  above,  a  normal  cat  be  bhnded,  the  falling  reflex 
occura  as  in  the  unblinded  animal.  But  if  these  animals  in  which  one 
or  both  of  the  semicircular  systems  have  been  destroyed,  are  blinded 
by  the  hood,  no  rotation  will  take  place  on  falling.  This  finding  was 
wholly  constant  in  our  series  of  animals  in  which  both  internal  ears 
were  destroyed;  it  was  constant  in  a  small  majority  of  cases,  in  those 
animals  in  which  only  one  canal-system  was  removed.  The  results, 
here,  indicate  that  either  the  vestibular  or  optic  systems  may  serve 
as  the  receptor  organ  for  the  rotation  on  falling;  either  of  the  two 
systems  is  sufficient  to  inaugurate  the  reflex,  but  if  both  are  de- 
prived of  function,  the  turning  reflex  will  not  take  place.  The  failure  of 
blinded  cats  with  one  intact  vestibular  system  to  rotate  is  probably  to 
be  explained  on  the  basis  of  a  disturbed  vestibular  equilibrium;  these 
animals  are  afraid  or  unable  to  trust,  with  one  internal  ear  but  recently 
destroyed,  the  impulses  derived  from  the  intact  vestibule.  Certain  of 
these  cats  with  unilateral  loss  of  the  semicircular  apparatus  will  turn 
in  the  air  when  blinded;  the  rotation  occurs,  as  in  the  unblinded  animals, 
away  from  the  lesion.  It  seems  most  likely  that  these  animals  learn 
more  quickly  than  the  others  to  place  a  certain  reliance  upon  the 
stimuli  coming  from  the  intact  canals. 

Based  on  this  evidence,  the  most  logical  interpretation  seemed  to  be 
that  both  the  eyes  and  the  semicircular  canals  were  able  to  give  rise  to 
impulses  on  falling  that  resulted  in  the  rotation  of  the  cat  in  the  air. 
It  is  difficult  to  ascribe  any  greater  importance  to  either  of  these  organs; 
either  seems  wholly  capable  of  initiating  the  same  reaction.  Probably 
both  the  ocular  and  vestibular  mechanisms  are  normally  employed  in 
such  a  fall. 

The  physiological  anatomy  of  the  reflex  on  this  basis  seems  fairly 
well  established  on  its  afferent  side  but  not  at  all  on  its  efferent  path- 
way. Naturally  one  of  the  first  questions  to  be  solved  here  would 
concern  the  possible  use  of  the  pyramidal  tract  as  the  motor  bundle. 
This  was  determined  experimentally  by  testing  the  falling  reaction  ot 
cats  in  which  the  motor  cortex  was  ablated  on  one  or  both  sides.  Such 
a  procedure  would  remove  the  connections  of  the  pyramidal  cells  from 
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their  effectors,  rendering  it  impossible  for  the  ammal  to  employ  this 
cortico-spinal  fasciculus.  In  theee  extirpations  the  motor  cortex  was 
often  delimited  by  unipolar  faradization;  the  ablations  were  always 
extensive,  involving  a  considerable  portion  of  the  anterior  half  of  tiie 
cerebral  hemisphere.  On  recovery  from  the  anesthesia,  these  animals 
rapidly  acquired  the  power  of  locomotion  and  also  of  other  purposeful 
movements — a  finding  to  be  expected  in  View  of  the  observations  of 
Brown  and  Sherrington  (1)  on  the  chimpanzee. 

Cats  with  unilateral  ablations  of  the  motor  cortex  on  dropping 
showed  a  wholly  normal  ability  to  rotate  in  the  air  and  land  upon  their 
feet.  That  this  reaction  was  not  due  to  a  bilateral  control  over  the 
body>muBculature  exerted  by  the  remaining  motor  cortex  was  demon- 
strated by  the  bilateral  ablations.  Most  of  these  animals  turned,  on 
falling,  with  a  very  perfect  adjustment  to  land  upon  their  feet.  A 
single  animal  in  this  series,  with  bilateral  motor  ablations,  was  able  to 
turn  only  its  front  legs,  the  posterior  part  of  the  body  not  participating 
in  the  necessary  rotation.  This  observation  was  of  interest  in  view  of 
the  work  of  Marey  (6)  who,  by  means  of  phot(^aphy,  was  able  to  dem- 
onstrate that  the  rotation  of  a  cat  in  the  air  was  a  two-fold  ,process — in 
the  first  phase  the  front  legs  were  carried  around  and  in  the  second,  the 
posterior  part  of  the  body  underwent  the  same  rotation. 

On  being  bhnded,  cats  with  this  unilateral  extirpation  of  the  motor 
area  were  able,  on  falling,  to  twist  in  the  air  and  to  land  as  perfectly 
as  the  normal  animal.  But  with  a  similar  bilateral  lesion,  the  blinded 
animals  did  not  show  such  consistent  reactions.  Some  of  these  animals 
were  able  to  turn  in  the  air  on  falling;  others  rotated  only  at  times, 
falling  the  rest  of  the  time  without  muscular  reaction.  Still  others  re- 
quired tossing  upon  the  straw  in  such  a  way  as  to  introduce  lateral 
motion  into  the  spatial  senses.  The  explanation  of  these  varying  re- 
sults cannot  be  here  given;  it  would  appear  that  the  extensive  cortical 
lesion  had  interfered  somewhat  with  the  afferent  pathways,  necessi- 
tating for  the  rotational  response  stimuli  from  both  ocular  and  vestibu- 
lar mechanisms,  in  great  strength.  Thus,  the  added  excitation,  intro- 
duced by  the  lateral  movements,  might  break  through  the  thresholds 
and  occasion  the  typical  motor  response. 

The  exclusion,  by  the  observations  just  recorded,  of  a  necessary 
participation  of  the  pyramidal  path  in  the  motor  response  to  falling, 
naturally  led  to  further  delimitation  in  this  rather  typical  antigravi- 
tational  response.  The  next  observations  were  made  on  cats  with  both 
cerebral  hemispheres  entirely  removed.     These  animals  on  recovery 
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from  ether  were  able  to  make  progressive  movements  with  both  fore 
and  bind  legs,  with  no  apparent  excitation.  Quite  similarly  coordi- 
nated movements  could  be  obtained  by  appropriate  stimulation.  The 
optic  nerves  were  undisturbed  (reflex  constriction  of  the  pupil  being 
elicited)  as  were  also  the  semicircular  canals.  From  these  animals, 
however,  no  rotational  reactions  to  falling  could  be  elicited;  the  drops 
were  not  accompanied  by  any  movements  at  all.  This  indicated  that 
the  cerebral  hemispheres  (consciousness?)  were  essential  for  the  per- 
formance of  this  typical  antigravitational  rotation  of  cats. 

Quite  similar  to  these  findings  were  the  results  of  the  observations 
made  upon  decerebrate  cats.  These  preparations  possess  intact  vestib- 
ular and  auditory  mechanisms  (cf.  Forbes  and  Sherrington  (4) ),  with 
likewise  intact  rubro-^pinal  tracts.  None  of  these  decerebrate  cats 
showed  any  tendency  to  turn  in  the  air  to  avoid  falling  on  their  backs. 
And  yet,  these  animals  are  able  to  make  purposeful  movements  (as  the 
scratch  reflex)  on  proper  excitation.  As  recorded  previously  by  one  of 
us  (Weed  (9) )  destruction  of  the  seraicireular  canals  on  both  sides  does 
not  affect  the  existent  rigidity.  In  these  observations,  the  same  fail- 
ure to  affect  the  rigidity  was  found  on  destruction  of  the  canals  on 
both  sides;  similarly,  a  previous  bilateral  destruction  of  the  vestibular 
mechanism  does  not  interfere  in  any  way  with  the  development  of  the 
typical  decerebrate  rigidity. 

From  these  observations,  then,  a  few  conclusions  may  be  drawn. 
The  rotation  of  cats  on  falhng  seems  to  depend  on  excitations  derived 
either  from  the  eyes  or  from  the  semicircular  canals.  Loss  of  either  of 
these  organs  of  initial  spatial  relationship  does  not  interfere  with  the 
falling  reflex,  but  deprivation 'of  both  of  these  sensory  fields  abolishes 
this  refiex.  This  rotational  reaction  also  seems  dependent  upon  some 
cortical  infiuence  (consciousness?)  although  it  occurs  after  ablation  of 
both  motor  areas.  Decorticated  (without  cerebral  hemispheres)  and 
decerebrated  animals  do  not,  in  our  experience,  show  the  slightest  ten- 
dency toward  rotation  in  the  air.  The  rotation  may  be  accomplished  by 
the  cat  when  deprived  of  the  pyramidal  tract  by  extirpation  of  the 
motor  cortex. 

Whether  this  rather  typical  reflex  in  cats,  aroused  by  falling,  may  be 
considered  an  essential  antigravitational  reaction,  would  depend  on 
many  factors.  The  results  here  recorded  surely  offer  no  evidence  either 
for  or  against  the  hypothesis  that  the  muscular  reactions  in  decere- 
brate rigidity  are  the  result  of  an  attempted  resistance  of  gravity. 
The  extensor  thrusts  of  these  animals,  as  pointed  out  by  Sherrington 
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(7),  aurely  suggest  an  effort  to  overcome  gravity.  But  such  decere- 
brated cats  as  here  described,  show  do  tendency  to  protect  themselves 
against  falling  by  means  of  the  normal  rotational  movements.  Hence  it 
may  be  assumed  that  the  falling  reflex  is  probably  an  acquired  form  of 
protective  mechanism,  dependent  on  influences  from  the  semicircular 
canals  and  from  the  eyes,  mediated  largely,  if  not  entirely,  through  the 
cerebral  cortex. 
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In  our  earlier  studies  of  the  circulation  at  a  high  altitude  (1)  we  dealt 
with  men  who  were  comparatively  inactive  muscularly.  In  these  men 
a  marked  increase  in  the  rate  of  blood  flow  was  found  to  occur  with 
residence  at  the  high  altitude  and  this  was  associated  in  part  with  an 
augmented  rate  of  the  heart  beat  and  a  fall  in  the  venous  pressure,  and 
in  part  with  a  dilatation  of  the  arterioles.  Kuhn  (2)  also  has  demon- 
strated by  calculations  made  from  determinations  of  the  oxygen  capacity 
of  the  blood,  the  total  oxygen  consumption,  and  the  pulse  rate,  that  the 
heart  responds  to  the  influence  of  lowered  barometric  pressure  by 
increasing  its  output  per  minute. 

In  the  present  paper  the  immediate  and  after  effects  of  various  forms 
of  exercise  upon  the  arterial  and  venous  pressures  and  on  the  heart 
rate  will  be  considered.  The  data  have  in  large  part  been  collected  in 
Colorado  Springs  and  during  two  expeditionB  to  the  summit  of  Pike's 
Peak.  Five  subjects  served  in  the  first  expedition,  three  of  the  men 
went  up  by  railway  train  and  were  on  the  mountain  fourteen  dajm, 
June  16-29,  1914,'  while  the  other  two  walked  up  and  remained  five 
days.  In  the  second  expedition  two  men  went  up  by  train  and  re- 
mained three  and  a  half  days  in  October  1915.  In  as  far  as  was  possible 
the  exercises  used  were  the  same  at  the  two  altitudes,  6000  and  14,109 
feet. 

The  exercises  considered  were  walks  of  fifteen  minutes  duration  at 
the  rates  of  three  and  four  miles  an  hour,  short  rapid  runs,  work  on 
a  stationary  bicycle,  leg  raising,  and  walking  up  Pike's  Peak.  The 
walks  at  three  and  four  miles  per  hour  were  made  indoors  on  smooth 
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floors.  It  was  impoesible  to  secure  comparable  conditiona  at  the  two 
altitudes  for  the  short  runs  therefore  we  had  the  men  run  aa  fast  as  they 
could  in  equal  intervals  of  time. 

THE  PULSE  RATE  DURING  REST 

The  early  vwming  rate.  Of  all  the  circulatory  changes  due  to  dimin- 
ished barometric  pressure  the  acceleration  of  the  heart  rate  is  the  most 
noticeable.  In  our  recent  expeditions  to  the  summit  of  Pike's  Peak 
we  have  continued  the  study  of  the  early  morning  pulse  rate  in  order 
to  obtain  a  clearer  understanding  of  the  influence  of  muscular  exertion 
and  of  mountain  sickness  on  the  heart.  These  counts  were  ma  e  on 
subjects  in  bed  just  after  awakening.  We  have  reported  «ome  of  these 
data  (1)  and  will  now  compare  them  with  those  of  the  recent  expedi- 
tions. In  our  earlier  report  it  was  shown  that  the  early  moming  pulse 
rate  in  men  who  were  well  and  leading  a  sedentary  life  required  several 
days  after  the  ascent  to  reach  its  maximum  rate.  But  in  men  who  were 
mountain  sick  the  rate  was  greatly  augmented  by  the  first  moming 
and  it  thereafter  retarded  for  several  days.  The  data  now  presented 
cover  observations,  on  eight  subjects,  three  of  these  men  were  studied 
during  three  and  four  trips  and  the  others  during  a  single  sojourn. 
Five  of  the  men  have  made  the  ascent  on  foot  while  one  of  these  also 
went  up  twice  by  railway  car. 

For  the  men  who  ascended  passively  by  train  and  were  not  mountain 
sick  the  rate,  as  found  in  our  earher  work,  was  only  slightly  accelerated 
by  the  first  moming  and  reached  its  maximum  some  days  later.  Sisco 
was  healthy  in  two  expeditions  but  had  a  slight  bronchitis  fiuring  a 
third.  When  well,  in  sojourn  I,  his  heart  rate  on  the  first  moming 
after  the  ascent  had  accelerated  4.5  per  cent  and  by  the  fourth  moraing 
had  advanced  to  18.8  per  cent;  in  sojoum  III,  by  the  first  morning 
his  pulse  rate  had  increased  5.6  per  cent  and  the  maximum,  24.1  per  cent, 
occurred  on  the  third  moming;  while  in  expedition  II  when  he  was 
unwetl,  the  pulse  rate  accelerated  as  much  as  23.1  per  cent  by  the 
first  moming,  the  maximum,  28.8  per  cent,  occurred  on  the  second 
moming,  Schneider  is  always  more  or  less  mountain  sick  when  he 
first  goes  to  the  summit  of  Pike's  Peak.  In  expedition  III,  however, 
he  was  only  slightly  affected  by  the  altitude,  with  the  result  that  his 
pulse  rate  was  up  only  15.6  per  cent  the  first  moming  after  the  ascent, 
the  maximum  rate,  21.9  per  cent,  was  reached  on  the  fourth  morning. 
During  the  sojourns  of  more  severe  attacks  of  mountain  sickness  the 
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maximuin  rate  occurred  on  the  first  morning,  thus  in  expedition  I  it 
reached  46.6,  in  II  42,  and  in  IV  22.4  per  cent.  He  was  less  ill  in  IV 
than  in  I  and  II.  In  the  three  expeditions  in  which  Schneider  was 
mountain  sick  the  maxima  exceeded  the  maximiun  for  the  trip  when 
he  remained  comparatively  well,  Cheley,  who  was  a  member  of  expedi- 
tion IV,  suffered  with  a  headache  the  first  night  and  had  his  maximum 
acceleration,  22.4  per  cent,  the  first  morning.  Havens  ascended  in 
expeditions  I  and  III  passively  by  train,  but  walked  to  the  summit  in 
II.  Following  passive  ascent  his  pulse  rate  increased  7.1  and  7.4  per 
cent  respectively  by  the  first  morning  and  reached  the  maximum,  21.4 
and  18.5  per  cent  respectively,  on  the  fifth  day  in  each.  Following 
the  exertion  of  climbing  the  mountain  his  pulse  rate  reached  its  maxi- 
mum acceleration  of  26  per  cent  by  the  first  morning. 

European  workers  have  generally  found  the  increase  In  the  heart 
rate  on  the  first  morning  of  a  sojourn  at  altitudes  above  14,000  feet 
greater  than  we  have  reported.  Thus  Durig  and  Kolmer  (3)  in  their 
exfKdition  to  Monte  Rosa  obtained  the  following:  Durig  from  an 
average  at  low  altitudes  of  61  had  advanced  to  SO  or  31.1  per  cent, 
Reicbel  from  64  to  92  or  43.8  per  cent,  Kokner  from  58  to  89  or  53.4 
per  cent,  and  Rainer  from  56  to  97  or  74  per  cent.  A  further  acceler- 
ation occurred  for  from  one  to  three  days  in  three  of  the  men.  These 
data  were  obtained  on  men  who  had  undergone  considerable  physical 
exertion  in  climbing  the  mountain.  Our  observations  on  men  who 
walked  up  Pike's  Peak  indicate  that  the  greater  per  cent  of  increase 
noted  by  Durig  and  Kohner  must  be  attributed  to  the  influence  of  the 
fatigue  of  the  climb.  We  found  that  men  who  climbed  the  mountain 
reacted  ^ery  like  those  who  became  mountain  sick. 

Atwater,  Eager,  Gregg,  Havens,  and  Munro  climbed  Pike's  Peak  on 
foot.  Atwater  and  Havens  were  in  better  physical  condition  than  the 
others.  Atwater  had  prior  to  the  trip  been  working  regularly  out  of 
doors  as  a  house  painter.  Havens  trained  for  the  two-mile  run  and 
was  in  excellent  condition.  Atwater's  pulse  rate  had  advanced  the 
morning  after  the  ascent  from  47  to  78  or  66  per  cent,  Eager'a  from  66 
to  90  or  36.4  per  cent,  Gregg's  from  57  to  73  or  28.1  j>er  cent.  Havens 
from  54  to  68  or  26  per  cent,  and  Munro  from  44  to  72  or  63.6  per  cent. 
Atwater,  Eager,  and  Havens  reached  their  maxima  the  first  morning 
while  Gre^  and  Munro  each  reached  the  maximum  on  the  second 
morning.  Gregg's  greatest  increase  was  33.3  per  cent  and  Munro's 
90.9  per  cent.  The  amount  of  acceleration  in  the  heart  rate  of  our 
subjects  who  underwent  the  exertion  of  climbing  the  mountain  varied 
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between  26  and  66  per  cent  on  the  first  morning,  while  for  Durig  and 
Kolmer's  subjects  it  ranged  from  31  to  74  per  cent.  Contrast  these 
figures  with  those  of  our  subjects  who  ascended  passively  by  train,  and 
were  not  mountain  sick,  in  which  the  pulse  had  only  increased  from 
4,5  to  15.6  per  cent  on  the  first  morning.  On  the  other  hand  our  sub- 
jects who  were  mountain  sick  showed  on  the  first  morning  of  reaidenoe 
accelerations  varying  betwen  22.4  and  46.6  per  cent;  these  correspond 
more  nearly  with  those  of  the  group  who  underwent  the  physical  exer- 
tion of  the  climb  than  with  those  who  were  well  and  ascended  passively. 

In  not  one  of  our  subjects  did  the  pulse  rate  during  the  stay  at  the 
high  altitude  wholly  return  to  his  Colorado  Springs  normal.  Cheley's 
pulse  rate  made  a  remarkable  return  in  his  short  stay  on  the  Peak. 
His  early  morning  pulse  rate  in  Colorado  Springs  varied  between  44 
and  54  but  was  usually  nearer  the  lower  figure.  On  the  third  morning 
it  was  down  to  50.  Havens,  Schneider,  and  Siaco  remained  two  weeks 
on  Pike's  Peak  in  the  summer  of  1914.  Havens'  rate  varied  in  Colo- 
rado Springs  between  51  and  56.  The  thirteenth  morning  he  had 
a  rate  of  56,  lower  by  two  beats  than  in  any  other  sojpum  on  the  Peak. 
Schneider's  rate  in  Colorado  Springs  varied  between  60  and  67,  his 
lowest  early  morning  count  on  the  Peak  was  72.  Sisco  with  a  low  alti- 
tude rate  varying  between  50  and  57  was  as  low  as  56  on  only  one 
morning,  the  tenth  spent  on  the  Peak.  These  indicate  that  in  some 
men  longer  residence  at  the  high  altitude  might  restore  the  low  altitude 
early  morning  rate. 

The  infiuence  of  posture  on  the  frequency  of  the  pulse.  It  is  well  known 
that  the  heart  beat  is  influenced  by  posture.  At  low  altitudes,  and  also 
at  6000  feet,  when  the  body  is  changed  from  the  reclining  to  the  sitting 
and  then  to  the  standing  position  the  beat  will  vary  as  follows:  from 
66  to  71  to  81  on  the  average. 

It  has  been  claimed  that  at  high  altitudes  the  variations  in  rate  due 
to  postural  changes  are  greater  than  at  low  altitudes.  Thus  Zuntz 
and  coworkers  (4)  found  the  frequency  for  one  subject  while  reclining 
to  be  80  and  sitting  92,  106,  and  108;  another  reclining  66,  sitting  96, 
and  standing  109;  while  a  third  subject  gave  reclining  84  and  sitting 
100.  Fuchs  (5)  likewise  emphasized  the  fact  that  the  [>ercentage  of 
change  in  the  three  postures  was  much  greater  on  Monte  Rosa. 

In  a  former  paper  (1)  we  showed  that  the  early  morning  pulse  rate, 
with  the  subject  still  in  bed,  and  the  rate  throughout  the  day,  when 
in  the  sitting  posture,  gave  approximately  the  same  percentage  of 
increase  on  Pike's  Peak  as  at  lower  altitudes.     The  heart  was  shown 
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to  take  a  higher  daily  tempo  and  in  general  to  vary  proportionately 
around  the  new  level. 

During  our  last  expeditions  to  the  summit  of  the  Peak  the  conditions 
for  the  study  of  the  daily  average  of  the  pulse  rate  of  subjects  in  the 
sitting  posture  were  not  as  good  as  in  the  first  expedition,  which  was 
the  basis  for  our  earlier  report.  It  should  be  noted  that  in  our  recent 
expeditions  each  subject  had  daily  to  undergo  a  considerable  amount 
of  physical  exertion.  In  a  rough  way  the  curves  for  the  mean  rate  of 
the  pulse  for  the  sitting  posture  follow  those  of  the  early  morning. 
This  parallel  condition  of  the  two  curves  is  most  marked  during  the 
early  days  of  residence  on  the  mountain.  In  Sisco,  diuing  the  expedi- 
tion of  longer  residence,  the  daily  mean  remained  high  after  the  fifth 
day  while  the  early  morning  rate  showed  a  decline.  He  showed  a 
remarkable  decline  in  the  mean  rate  the  last  two  days  of  his  stay. 
Havens'  sitting  rate  followed  the  morning  rate  more  closely  but  shows 
greater  variation  than  Sisco's.  His  mean  sitting  rate  fell  the  last  days 
more  decidedly  than  the  early  morning  rate.  Schneider's  daily  mean 
for  the  sitting  posture  remained  rather  constant  throughout  the  entire 
stay  as  did  his  early  morning  rate.  The  retardation  after  ten  days  of 
residence  noted  in  Havens  and  Sisco  is  similar  to  that  observed  by 
Douglas,  Haldane,  Henderson,  and  Schneider  (6)  in  three  of  their 
subjects  at  the  end  of  two  weeks  of  residence. 

A  comparison  of  the  mean  pulse  rates  for  the  sitting  posture  in  the 
three  groups,  the  well  carried  up  passively,  the  mountain  sick  who  also 
went  up  by  train,  and  those  fatigued  by  climbing  the  Peak,  brings  out 
the  same  differences  noted  for  the  early  morning  counts.  For  tbc«e 
who  ascended  by  train  and  remained  well  the  percentage  of  increase  in 
the  mean  on  the  second  day,  or  the  day  following  the  first  night  spent 
on  the  Peak,  over  the  Colorado  Springs  average  varied  between  4  and 
15  per  cent.  In  the  mountain  sick  group  the  acceleration  ranged  from 
23  to  33  per  cent.  Among  those  who  walked  up  the  mountain  the 
increase  in  the  mean  rate  on  the  second  day  ranged  between  18  and 
44  per  cent.  Three  of  the  men  who  walked  up  the  Peak  had  on  the 
second  day  a  mean  rate  of  105,  101,  and  100.  These  men  showed  a 
retardation  each  succeeding  day.  The  other  two  showed  the  highest 
mean  on  the  third  day  and  this  also  was  the  day  on  which  the  early 
morning  rate  was  greatest. 

Our  records  do  not  show  the  range  of  variation  throughout  the  day 
among  those  fatigued  by  the  climb  to  be  greater  than  for  the  men  who 
aecended  passively.    Eager's  heart  rate  ranged  on  the  second  day 
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from  96  to  114,  on  the  third  from  84  to  110,  on  the  fourth  from  SO  to 
112,  and  on  the  fifth  from  SO  to  106.  Munro  gave  the  followingT  Becond 
day  81  to  106,  third  94  to  108,  fourth  SO  to  96,  and  fifth  80  to  100. 
Others  gave  similar  records.  On  contrasting  these  data  with  th(ffie 
tabulated  by  Schneider  and  Sisco  for  men  who  did  not  undergo  great 
physical  exertion  we  find  the  percentage  range  no  greater.  The  maxi- 
mum range  of  daily  variation  in  the  pulse  rate  among  the  men  who 
climbed  the  mountain,  during  the  five  following  days,  was  40  per  cent. 
The  daily  variation  among  the  men  of  our  former  study  ranged  between 
28  and  53  per  cent  which  was  not  a  greater  variation  than  we  found  to 
occur  in  the  same  men  at  lower  altitudes. 

Havens,  it  will  be  recalled,  ascended  the  mountain  by  railway  train 
twice  and  walked  up  once.  For  the  first  three  days  following  passive 
ascent  the  daily  mean  heart  rate  was  73,  82,  80  and  78,  79,  82  respec- 
tively, while  for  the  three  days  after  walking  up  it  was  87,  96,  and  86, 
The  heart,  therefore,  takes  at  the  high  altitude  a  high  tempo  at  once 
as  a  result  of  the  fatigue  of  excessive  exertion  in  climbing  the  mountain, 
but  only  gradually  increases  its  rate  when  under  the  influence  of  reduced 
barometric  pressure  alone. 

An  exceptionally  slow  pulse  rate  was  noted  in  Atwater  the  day  after 
he  made  the  climb  to  the  summit.  On  that  day  his  pulse  varied  between 
72  and  84  with  a  mean  of  78  which  was  only  18,2  per  cent  above  his 
Colorado  Springs  averse.  The  next  day  his  heart  was  more  irritable 
and  advanced  to  a  mean  of  90  which  was  36.3  per  cent  above  his  low 
altitude  average. 

Fuchg  (5)  in  a  series  of  observations  upon  himself  found  the  acceler- 
ation of  the  pulse  rate,  in  the  standing  posture  as  compared  with  that 
while  rechning,  varied  at  Erlangen  between  8.6  and  11.7  per  cent; 
while  at  Capanna  Margherita  on  Monte  Rosa  the  acceleration  rose  to 
27.3  per  cent.  During  our  last  stay  on  Pike's  Peak  the  changes  in  the 
frequency  of  the  pulse  were  determined  in  the  morning  before  dressing 
and  in  the  evening  upon  retiring  for  the  three  postures,  reclining,  sitting, 
and  standing.  Repeated  counts  were  made  extending  over  half  minute 
and  minute  intervals  and  the  particular  position  was  kept  for  from 
three  to  ten  minutes  or  until  the  pulse  rate  remained  constant.  Both 
subjects  of  this  study  were  somewhat  mountain  sick  the  first  night, 
Cheley,  however,  while  awakening  the  next  morning  with  a  slight 
headache  recovered  completely  after  getting  up.  Schneider  did  not 
wholly  recover  until  the  following  day. 

Cheley's  early  morning  changes  were  greater  on  Pike's  Peak  than  in 
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Colorado  Springs.  The  first  morning  no  difference  could  be  obtained 
between  sitting  and  standing,  and  the  total  acceleration  following  the 
change  from  the  reclining  to  standing  position  was  then  12  beats.  The 
next  two  mornings  the  difference  between  the  reclining  and  standing 
positions  was  22  and  20  beats.  For  the  same  positions  in  Colorado 
Springs  the  difference  was  in  general  14  beats.  The  increase  for  the 
two  postures  on  Pike's  Peak  varied  between  20  and  42  per  cent  and  in 
Colorado  Springs  ranged  between  19  and  33  per  cent.  For  Schneider 
the  early  morning  variations  due  to  changes  in  posture  were  about  the 
same  at  the  two  altitudes.  The  total  difference  in  the  number  of  beats 
for  recUning  and  standing  postures  on  Pike's  Peak  for  the  three  mornings 
was  21,  19  and  15  respectively  and  in  Colorado  Springs  ranged  between 
15  and  19.  The  percentage  of  change  on  Pike's  Peak  varied  between 
20  and  25  and  in  Colorado  Springs  between  25  and  29. 

The  evening  counts  reveal  some  additional  facts.  In  Cheley  the 
differences  in  the  number  of  beats  for  the  reclining  and  standing  pos- 
tures when  on  Pike's  Peak  were  less  than  those  found  in  the  early 
morning.  For  the  three  days  the  evening  differences  were  15,  17,  and 
13,  a  variation  of  from  19  to  26  per  cent.  .  In  Colorado  Springs  the 
evening  variations  ranged  between  6  and  17  beats  or  between  13  and 
31  per  cent.  Schneider's  reaction  to  changes  in  posture  in  the  evening 
on  Pike's  Peak  ranged  between  13  and  28  per  cent  and  in  Colorado 
Springs  between  13  and  27  per  cent.  Altitude  differences  in  the  amount 
of  variation  in  heart  beats  were,  therefore,  clearly  lacking  in  Schneider, 
while  the  postural  differences  for  Cheley  were  only  greater  in  the 
morning. 

From  our  data  on  the  influence  of  posture  upon  pulse  rate  it  is  evi- 
dent that  the  heart  is  not  necessarily  more  irritable  to  changes  in 
body  position  at  high  than  at  low  altitudes.  In  general  it  may  be  said 
that  the  heart  works  at  an  increased  tempo  in  all  postures  at  the  high 
altitude.  The  height  of  the  new  level  of  heart  rate  differs  with  indi- 
viduals. Some  men  show  only  a  few  beats  of  acceleration  over  the  lower 
altitude,  while  some  show  an  increase  of  ten  and  more  beats  per 
minute.  An  occasional  subject  may  have  a  lessened  rate  as  was  the 
case  with  Haldane  of  the  English-American  Pike's  Peak  Expedition  (6). 

THE  INFLUENCE  OF  PHYSICAL  BXEHTION  UPON  THE  PULSE  RATE 

In  the  past  a  considerable  number  of  observations  have  been  made 
on  the  influence  of  high  altitudes  upon  the  heart  rate  during  pbysJoal 
exertion.     We  have  attempted  in  our  study  by  the  use  of  graded  exer- 
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dees  to  analyze  this  influence  somewhat  more  fully  than  previous 
workers.  At  very  high  altitudes  all  investigators  have  found  that  a 
more  marked  increase  in  the  pulse  rate  occurs  during  work  than  with 
the  same  exertion  at  low  altitudes.  Veraguth  (4)  reported  that  in 
ZQrich  the  ascent  of  a  stairs  of  50  steps  increased  his  pulse  32.4  beats 
and  in  St.  Moritz  during  the  first  ten  days  of  residence  47.3  beats. 
Mosso  (7)  had  several  of  his  soldiers  raise  a  pair  of  5  K.  dumb  bells 
once  every  four  seconds.  One  soldier  raised  them  121  times  in  Turin, 
as  a  result  the  pulse  rate  rose  from  62  to  68  while  on  Monte  Rosa  after 
raising  the  dumb-bells  119  times  the  rate  rose  from  04  to  120.  Kro- 
necker  (8),  Zuntz  and  coworkers  (4),  and  Durig  (3)  have  studied  such 
changes  in  greater  detail.  Stern  (9)  in  1013  mads  a  still  more  exhaustive 
study.  He  corroborated  the  greater  high  altitude  increase  in  frequency 
observed  by  others  and  noted  that  the  curve  describing  the  fall  in  the 
pulse  rafe  after  exertion  always  bad  a  secondary  ascent,  while  at  low 
altitudes  it  was  a  smooth  curve.  Durig  and  Kolmer  (3)  were  of  the 
opinion  that  the  amount  of  pulse  rate  increase  could  only  partially  be 
explained  by  the  physical  powers  of  the  person  under  observation. 
The  degree  of  acceleration  was  nevertheless  influenced  by  training  and 
adaptation.  They  also  found  that  the  after  effects  of  exercise  lasted 
a  longer  time  in  the  mountain  sick. 

Just  what  height  must  be  reached  before  altitude  accentuates  the 
exercise  pulse  rate  has  not  been  determined  but  Durig  and  Kolmer  were 
convinced  that  at  6000  feet  there  was  no  noticeable  influence.  Our  own 
experience  in  Colorado  Springs  definitely  confirms  this  conclusion. 

A .  The  after  effects  of  muscular  work  on  the  pulse  rale 

Bowen  (10)  from  a  low  altitude  study  of  the  changes  in  heart  rate 
resulting  from  bicycling  found  that  when  work  ceased  there  was  a 
sudden  and  primary  fall  in  the  pulse  rate,  followed  by  a  slower  second- 
ary fall,  the  two  being  frequently  separated  by  a  period  of  stationary 
rate — a  plateau.  Lowsley  (11)  reported  that  after  short  periods  of 
exertion  the  pulse  rate  usually  goes  subnormal,  but  aft«r  fatiguing  and 
exhausting  exercises  the  pulse  rate  returns  to  normal  more  slowly  and 
only  rarely  passes  into  the  subnormal  stage. 

Walks  at  the  rate  of  three  miles  an  hour  for  fifteen  minutes.  The 
influence  of  the  high  altitude  on  the  reaction  of  the  heart  to  the  very 
moderate  and  easy  exercise  of  walking  at  the  rate  of  three  miles  per 
hour  for  fifteen  minutes  was  definite  only  during  the  first  few  days 
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of  residence.  Cbeley  after  walking  at  this  rate  in  Colorado  Springs 
had  on  the  average  a  16  per  cent  acceleration  in  the  heart  rate,  further- 
more the  heart  returned  to  its  normal  rate  by  a  uniform  fall  in  from 
two  to  five  minutes.  The  firet  afternoon  spent  on  Pike's  Peak  the  same 
exercise  increased  the  heart  rate  from  86  to  120  or  40  per  cent ;  this 
was  followed  by  a  rapid  primary  fall  and  then  by  a  slower  secondary 
fall  which  carried  it  down  to  90  in  six  minutes,  where  it  remained  for 
twenty-two  minutes.  After  this  it  again  slowly  dropped  and  was  back  to 
normal  within  the  hour.  The  next  morning  the  same  walk  raised  the 
pulse  rate  42  per  cent,  from  72  to  102  beats.  It  retarded  rapidly  to  90 
where  it  remained  for  ten  minutes  and  then  gradually  went  down  to 
76  where  it  remained  for  more  than  an  hour.  The  third  day  the  acceler- 
ation was  from  75  to  108  or  44  per  cent.  The  rate  retimed  to  81  in 
^  minutes  and  then  went  up  to  84  where  it  remained  ten  minutes, 
afterward  it  went  subnormal.  On  the  fourth  and  last  day 'this  walk 
caused  an  increase  in  the  heart  rate  of  34  per  cent,  but  the  return  to 
normal  was  quickly  made,  occurring  in  seven  minutes  which  was  nearly 
as  rapidly  as  in  Colorado  Springs. 

During  the  1914  expedition  Schneider  walked  twice  for  fifteen  min- 
utes at  the  three^nile  per  hour  rate.  The  first  time  was  on  the  second 
day  spent  on  the  Peak.  His  acceleration  was  then  from  90  to  120  or 
33  per  cent.  The  return  was  gradual  but  slow.  Eleven  days  later  a 
similar  walk  increased  the  pulse  from  94  to  102  beats  or  9  per  cent  and 
the  return  to  normal  was  completed  within  eight  minutes.  Schneider's 
average  increase  in  Colorado  Springs  for  this  walk  is  15  per  cent  and  the 
heart  rate  returns  to  normal  in  from  three  to  seven  minutes.  In  the 
1915  expedition  Schneider's  reaction  to  this  amount  of  work  was  fol- 
lowed more  in  detail.  The  first  afternoon  the  walk  accelerated  his 
pulse  rate  from  82  to  132,  or  60  per  cent.  The  rate  fell  to  90  in  six 
minutes  where  it  remained  for  fourteen  minutes,  it  next  went  down  to 
88  and  was  there  over  an  hour  later.  The  second  day  this  amount  of 
work  increased  the  pulse  rate  from  102  to  132  or  29  per  cent,  it  fell  to 
101  in  ten  minutes  and  then  returned  to  104  where  it  remained  for 
thirty  minutes.  On  the  third  day  the  acceleration  was  30  per  cent,  but 
the  heart  rate  returned  to  normal  within  fifteen  minutes.  On  the 
fourth  day  the  acceleration  was  only  20  per  cent  and  the  return  to 
normal  occurred  within  five  minutes.  The  reaction  on  this  fourth  day 
was  a  marked  improvement  over  that  of  the  first  day  and  practically 
what  ordinarily  occurred  at  the  low  altitude. 

From  this  series  of  observations  it  is  evident  that  the  adaptive 
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:,  which  occur  within  the  body  during  the  first  days  of  residence 
on'  Pike's  Peak,  favor  the  heart  during  the  exertion  of  walking  at  the 
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rate  of  three  miles  per  hour.     The  influence  of  low  barometric  pressure 
was  manifest  these  first  days  by  the  greater  acceleration  in  the  heart 
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rate,  in  the  great  extension  in  the  time  required  for  the  rate  to  return 
to  normal,  and  in  the  plateau  which  occurred  in  the  curve  describing 
the  return  to  the  normal  rate.  This  plateau  was  practically  always 
present.  Following  this  exercise  the  secondary  ascent  in  the  curve 
noted  by  Stern  {9)  was  present  only  twice,  once  for  each  subject. 

Walks  at  the  Tate  of  four  miles  per  how  for  fifteen  minutes.  As  would 
be  expected,  the  after  effects  on  the  heart  rate  from  walking  for  fifteen 
minutes  at  the  rate  of  four  miles  per  hour  in  Colorado  Springs  are  more 
marked  than  when  walking  for  the  same  length  of  time  at  three  miles 
an  hour.  The  amount  of  acceleration  is  greater,  the  return  to  normal 
is  delayed,  and  a  plateau  in  the  downward  curve  is  the  rule  rather  than 
the  exception.  Our  data  for  studies  of  this  form  of  exercise  at  the  two 
altitudes  appear  in  part  in  Table  I. 

Cheley  had  in  Colorado  Springs  after  this  rate  of  walking  an  average 
increase  in  the  pulse  rate  of  33  per  cent  and  returned  to  normal  in  from 
six  to  twenty-two  minutes.  On  the  first  afternoon  spent  on  Pike's  Peak 
this  walk  sent  the  pulse  from  83  to  144  beats  per  minute  or  73.5  per  cent; 
it  slowed  quickly  to  114  and  more  slowly  to  90  where  it  continued  for 
five  minutes;  it  then  went  down  to  84  for  two  minutes  and  after  this 
returned  to  87  where  it  remained.  On  the  second  day  with  an  accelera- 
tion of  50  per  cent  the  retardation  went  through  much  the  same  course. 
Starting  with  76  as  the  normal  at  10.40  a.m.  it  was  at  84  an  hour  and  a 
half  after  work  ceased.  On  the  third  day  the  rate  increased  from  72  to 
126  or  75  per  cent,  then  fell  to  78  in  twenty-five  minutes.  On  the  fourth 
day  exactly  the  same  increase  from  the  same  normal  was  obtained, 
but  the  heart  rate  was  still  at  81  when  the  work  was  interrupted  thirty 
minutes  after  walking  ceased.  A  plateau  appeared  each  day  and  in 
three  the  secondary  ascent  noted  by  Stern  also  occurred.  Cheley's 
reaction  to  this  amount  of  exercise  did  not  show  marked  improve- 
ment in  the  four  days  spent  on  the  Peak. 

Schneider  was  under  observation  after  this  form  of  exercise  in  the 
two  expeditions,  1914  and  1915.  In  1915  his  average  acceleration  in 
Colorado  Springs  was  42  per  cent  and  the  return  to  normal  occurred 
within  from  six  to  twenty  minutes.  In  the  four  days  spent  on  Pike's 
Peak  there  was  only  a  httle  improvement  in  the  way  he  reacted  to  this 
amount  of  exercise.  The  pulse  rate  increased  60  beats  the  first  day 
and  50  on  the  last  day.  After  each  walk  the  acceleration  was  greater 
than  60  per  cent  and  the  return  toward  normal  very  tardy,  in  fact  the 
heart  seemed  to  take  a  higher  tempo  for  several  hours  after  each  period 
of  walking. 
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In  the  1914  expedition  Schneider  walked  this  rate  of  four  miles  per 
hour  for  fifteen  minutes  on  nine  diEFerent  days  within  a  period  of  two 
weeks  (see  Table  II).  His  average  acceleration  in  Colorado  Springs 
was  then  31  per  cent  and  the  return  to  normal  occurred  within  from  five 
to  twelve  minutes.  On  the  first  day  spent  at  the  higher  altitude  he 
had  an  acceleration  of  60  per  cent,  and  the  heart  did  not  return  to  72,. 
the  rate  previous  to  the  exertion,  {lut  remained  at  93.  A  headache  came 
on  with  the  exercise.  On  the  second  day  the  rate  went  from  90  to  144, 
60  per  cent,  then  dropped  to  102  where  it  remained  during  a  half  hour 
period  of  observation.  On  the  next  day  the  pulse,  starting  at  86, 
accelerated  53  per  cent,  then  retarded  to  96  where  it  remained  three 
minutes  after  which,  apparently  without  cause,  it  went  to  102  for 
four  minutes  and  then  gradually  fell  during  the  remainder  of  an  hour. 
On  the  third  day  the  amount  of  acceleration  wae  less  and  never  there- 
after showed  as  great  an  increase  in  beats.  On  the  fifth  day  even  with 
an  acceleration  of  54  per  cent  the  heart  rate  returned  to  normal  within 
twenty-four  minutes.  From  that  day  the  acceleration  was  around  40 
per  cent  and  the  time  of  return  to  normal  was  gradually  lessened,  thus 
on  the  fourteenth  day  the  rate  came  back  to  normal  in  seventeen 
minutes.  Schneider,  therefore,  showed  a  marked  improvement  toward 
the  close  of  the  stay  on  the  Peak  but  always  had  a  greater  reaction 
than  in  Colorado  Springs. 

After  the  second  day  on  the  Peak,  Havens  was  not  clearly  influenced 
by  the  altitude  when  walking  on  the  level  at  the  rate  of  four  miles 
an  hour.  Not  once  was  his  percentage  of  acceleration  greater  than  it 
occasionally  was  in  Colorado  Springs.  However  the  first  two  days 
showed  some  delay  in  the  time  required  for  the  pulse  to  return  to  normal. 
In  Colorado  Springs  the  normal  rate  was  restored  in  from  six  to  ten 
minutes.  On  the  first  day  at  the  higher  altitude  the  retiu^i  was  made 
in  twenty  minutes;  on  the  second  day  the  rate  fell  to  78  where  it 
remained  instead  of  decreasing  to  72,  the  normal.  Every  day  there- 
after there  was  a  complete  return  in  from  seven  to  fifteen  minutes. 
It  should  be  noted  that  Havens  had  trained  durmg  the  spring  months 
for  the  two-mile  run  in  track  athletics. 

Sisco  was  less  affected  by  the  altitude  than  Schneider,  but  to  a 
greater  degree  than  Havens,  when  walking  at  the  rate  of  four  miles  an 
hour.  He  had  when  in  Colorado  Springs  accelerations  varying  between 
9  and  45  per  cent,  with  an  average  of  23  per  cent;  while  the  rate  came 
back  to  normal  within  from  seven  to  fifteen  minutes.  On  the  first  day 
of  residence  on  Pike's  Peak  his  pulse  rate  had  increased  59  per  cent 
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immediately  after  the  walk  and  required  thirty-Sve  minutes  to  come 
back  to  normal.  On  the  next  day  the  increase  was  less  but  the  return 
was  not  completed  in  the  thirty  minutes  of  observation.  His  average 
increase,  after  the  first  day,  for  the  twelve  days  was  35  per  cent,  12  per 
cent  higher  than  in  Colorado  Springs.  The  time  required  for  return 
to  normal  was  variable,  on  some  days  it  required  twelve  and  on  others 
as  much  as  twenty-five  minutes.  Siscg  made  in  the  two  weeks,  there- 
fore, a  good  return  toward  his  low  altitude  reaction  but  even  at  the  last 
there  continued  some  altitude  influence  during  this  exercise. 

Atwater  and  Gregg  also  served  as  subjects  for  the  four-mile  per  hour 
walk  during  the  four  days  following  their  climb  to  the  summit  of  the 
Peak.  In  Colorado  Springs  each  reacted  less  to  this  form  of  exercise 
than  other  subjects  studied.  Atwater's  maximum  acceleration  in  Colo- 
rado Springs  was  13  per  cent,  with  a  return  to  normal  within  one  or 
two  minutes;  while  Gregg's  maximum  increase  was  17  per  cent,  fol- 
lowed by  a  subnormal  period  with  normal  restored  within  five  minutes. 
On  the  second  day  spent  on  Pike's  Peak  Atwater's  pulse  rose  from  84 
to  120  or  43  per  cent,  returning  to  90  in  three  minutes  and  remaining 
there  during  an  observation  period  of  forty  minutes.  On  the  next 
day,  when  his  heart  was  more  irritable,  the  rate  went  from  90  to  150 
beats  j)er  minute  or  67  per  cent,  then  quickly  fell  in  two  minutes  to  84, 
which  was  subnormal,  where  it  remained  for  five  minutes  and  was 
back  to  normal  eleven  minutes  after  work  ceased.  On  the  fourth  day 
the  acceleration  was  33  per  cent  and  the  return  was  made  in  nine 
minutes.  In  the  five  days  he  did  not  nearly  recover  his  low  altitude 
reaction  but  showed  a  marked  improvement.  Gregg,  who  was  appar- 
ently the  more  affected  by  the  climb,  had  on  the  second  day  an  acceler- 
ation from  102  to  156  or  53  per  cent.  His  heart  rate  failed  to  return  to 
normal  in  eighteen  minutes,  but  came  down  to  108  and  remained  there 
for  several  hours.  There  was  some  improvement  during  the  next 
three  days,  in  that  the  return  to  normal  occurred  within  from  seven  to 
twenty-five  minutes;  but  he  did  not,  however,  react  as  in  Colorado 
Springs. 

The  influence  of  the  fatigue  due  to  the  ciimb  was  not  as  marked  on 
Atwater  and  Gregg  during  the  walk  at  four  miles  per  hour  as  was  to 
be  expected  in  view  of  the  observations  on  the  early  morning  rate  and 
the  daily  mean  pulse  rate  for  the  sitting  posture.  Nevertheless  con- 
sidering that  both  men  were  less  influenced  by  this  walk  in  Colorado 
Springs  than  our  other  subjects  we  are  inclined  to  believe  that  the 
fatigue  did  make  their  hearts  more  irritable  than  altitude  alone  would 
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have  done.  PhyBical  fitness  do  doubt  accounts  in  part  for  the  differ- 
ences in  reaction  seen  among  our  subjects,  but  the  factors  are  difficult 
to  analyze. 

The  data  gathered  from  our  study  of  walks  show  clearly  that  at  high 
altitudes,  during  the  first  days  of  residence,  there  is  a  greater  heart 
reaction  to  a  given  exercise  than  after  adaptive  changes  have  set  in. 
At  first  the  amount  of  acceleration  and  the  time  required  for  return 
to  normal  rate  are  as  a  rule  markedly  increased.  Each  man  studied 
showed  a  return  toward  the  low  altitude  reaction,  in  Havens  this  was 
complete  in  two  days,  in  others  it  was  not  complete  at  the  end  of  two 
weeks  residence  at  the  higher  altitude.  The  number  of  heart  beats  per 
minute,  both  before  and  after  exercise,  was  for  all  subjects  clearly 
above  the  low  altitude  rate.  Following  the  four-mile  per  hour  walks 
on  Pike's  Peak  the  plateau  practically  always  appeared,  but  the  sec- 
ondary ascent  only  occasionally. 

A  more  rapid  walk.  An  experiment  was  made  on  Cheley  at  both 
altitudes  after  a  more  rapid  walk.  In  Colorado  Springs  he  walked  for 
fifteen  minutes  at  the  rate  of  five  and  one-half  miles  per  hour.  In 
consequence  his  pulse  rate  rose  from  63  to  158  and  returned  to  normal 
in  twenty  minutes.  On  the  second  day  at  the  higher  altitude  he  walked 
for  ten  minutes  at  five  miles  an  hour,  with  the  result  that  his  pulse  rate 
accelerated  from  78  to  180.  It  then  fell  in  four  minutes  to  108  and 
more  gradually  in  the  next  thirty  minutes  to  100,  where  it  remained 
for  over  an  hour  when  observations  were  discontinued.  Cheley  felt 
very  uncomfortable  for  some  time  after  this  walk  and  was  not  willing 
to  repeat  it  later,  while  in  Colorado  Springs  he  was  only  breathless 
after  the  greater  exertion. 

The  after  effects  of  a  short  rapid  run.  A  run  of  175  yards  up  the 
"Cog"  road  track  in  from  thirty  to  forty-five  seconds  gave  a  maximum 
of  effort.  One  half  of  this  distance  was  on  the  level,  the  remaining 
distance  had  in  part  approximately  a  25  per  cent  grade.  In  order  to 
do,  in  Colorado  Springs,  a  comparable  amount  of  work  in  an  equal 
period  of  time  it  was  necessary  to  run  260  yards  through  the  corridors 
of  one  of  the  college  buildings,  including  the  ascent  of  two  Sights  of 
stairs.  As  a  result  of  the  run  in  Colorado  Springs  the  acceleration  of 
the  heart  was  between  38  and  90  beats  per  minute  or  to  from  40  to  176 
per  cent,  and  the  rate  frequently  returned  to  normal  within  fifteen 
minutes  and  never  required  as  much  as  an  hour. 

It  was  difficult  and  exhausting  to  make  the  run  on  Pike's  Peak. 
On  the  first  day,  although  the  runner  went  as  fast  as  possible,  the  best 
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time  made  was  between  40  and  45  seconds.  Furthermore  each  man 
felt  like  quitting  before  reaching  the  end.  After  several  dajrs  had 
been  spent  on  the  Peak  the  effort  was  not  so  great  and  the  distance 
could  be  covered  within  from  30  to  35  seconds.  The  time  required  for 
the  rate  to  return  to  normal  was  so  long  that  we  found  it  necessary  to 
leave  this  form  of  exercise  until  late  afternoon  when  other  experiments 
had  been  Snished.  After  these  runs  the  heart  of  each  subject  took  and 
held  for  several  hours  a  rate  ten  to  twenty  beats  above  normal.  The 
data  for  these  runs  appear  in  Table  III. 

Havens  made  the  run  on  Pike's  Peak  tt^n  times,  the  heart  rate 
increased  to  from  72  to  206  beats  per  minute,  with  an  average  of  121; 
the  percentage  acceleration  varied  between  86  and  219.  For  Schneider 
in  six  runs  the  rate  increased  between  72  and  162  beats,  average  105, 
and  the  percentage  change  ranged  between  75  and  208  per  cent.  Sisco 
ran  seven  times,  the  heart  rate  increased  to  from  108  to  174  beats  per 
minute,  with  an  average  of  135  beats;  his  percentage  increase  varied 
from  125  to  223.  Atwater  ran  once  and  had  an  increase  of  204  beats 
or  283  per  cent. 

Lowsley  (11)  studied  the  increase  in  the  heart  rate  after  exertion  for 
five  forms  of  esercise,  moderate,  rapid,  vigorous,  fatiguing,  and  ex- 
hausting. They  have  been  named  in  order  of  an  ascending  scale  as 
to  heart  acceleration.  The  average  increase  was  after  moderate  26, 
after  rapid  33.5,  and  after  exhaustive  exercises  54  beats  per  minute. 
The  greatest  acceleration  noted  by  him  was  80  beats  per  minute.  He 
found  that  the  heart  rate  returned  to  normal  within  about  one-half  an 
hour  after  moderate  exercise  and  one  hour  after  rapid  exercise;  while 
it  required  three  and  a  half  hours  after  exhaustive  exertion.  Our 
runs  in  Colorado  Springs  give  about  the  same  eifects  that  Lowslej' 
obtained  after  rapid  exercises;  while  those  on  Pike's  Peak  accelerated 
the  heart  rate  far  more  than  the  most  exhaustive  exercise  studied  by 
him  and  the  slowness  with  which  the  heart  rate  returned  to  normal 
corresponded  with  that  of  his  exhaustive  exercises.  The  exhaustive 
exercises  studied  by  Lowsley  were  ten  and  twenty-mile  races.  It  is 
evident,  therefore,  that  the  heart  is  put  to  a  very  severe  t«st  at  high 
altitudes  by  rapid  vigorous  exercise. 

B.  Changes  in  pulse  rate  during  the  period  of  work 

We  used  a  stationary  bicycle  for  this  series  of  observations.     The 

devise  was  somewhat  unsatisfactory  in  that  we  could  not  with  exacts 

iiesB  control  the  amount  of  resistance  to  be  overcome.     Our  data  do 
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not,  therefore,  permit  of  exact  comparisons  from  the  standpoint  of  work 
done.  In  each  experiment  the  subject  drove  the  bicycle  at  the  same 
rate  for  from  fifteen  to  twenty  minutes.  The  pulse  rate  was  counted 
for  ten  second  intervals.  The  data  obtained  in  Colorado  Springs  in 
nearly  every  instance  correspond  with  those  of  Boweii  (10)  and  of 
Lowsley(U).  There  occurred  at  first  a  rapid  primary  rise  in  pulse 
rate  when  work  began,  Ifisting  from  one  to  four  minutes,  and  then, 
either  without  a  pause  or  follo^ng  a  plateau,  a  gradual  secondary  rise 
which  apparently  in  some  of  the  experiments  would  have  gone  higher 
had  the  work  been  longer  continued.  Most  of  our  data  for  this  work 
on  the  bicycle  were  obtained  on  Havens,  Schneider,  and  Sisco.  A 
single  experiment  af  both  altitudes  was  performed  on  Eager  and 
Munro. 

The  observations  on  Pike's  Peak,  In  the  1914  expedition,  were  made 
on  the  third,  eighth,  and  eleventh  days.  The  response  of  the  heart 
at  the  high  altitude  was  very  different  from  that  found  to  occur  at  the 
low  altitude.  In  five  of  the  nine  experiments  the  maximum  rate  was 
reached  within  a  half  minute  after  work  began.  In  the  other  four  the 
maximum  came  in  the  primary  rise  within  from  one  to  five  minutes. 
The  maximum  was  always  followed  by  a  marked  retardation  which 
finally  ended  in  a  plateau.  Occasionally  a  secondary  rise  followed 
toward  the  end  of  the  work  period  but  the  rate  rarely  again  approached 
the  maximum  of  the  primary  rise.  Havens  and  Sisco  always  reached 
their  maxima  within  the  first  "minute  of  work,  Schneider's  pulse  rate 
increased  more  gradually  and  once  reached  the  maximum'  as  late  as 
five  minutes  after  work  began.  In  the  last  experiment  on  Schneider 
the  primary  maximum  was  reached  in  one  minute,  four  minutes  later 
the  slowest  rate  occurred  and  this  was  followed  by  a  gradual  secondary 
rise  which,  toward  the  end  of  the  work  period,  carried  the  rate  back 
to  the  maximum  of  the  primary  rise. 

The  experiments  on  Pike's  Peak  with  E^ager  and  Munro,  who  walked 
up,  show  the  same  general  curve  of  acceleration.  The  primary  rise  in 
each  lasted  four  minutes,  after  this  there  was  some  retardation.  Eager's 
pulse  rate  went  from  96  to  130  in  four  minutes,  and  then  retarded  for 
four  minutes  to  120,afterwhich  it  varied  between  120  and  124.  Munro's 
heart  accelerated  in  four  minutes  from  96  to  138,  and  later  retarded 
find  varied  between  130  and  134. 
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ASTEBIAL   PRESSURBB 


In  an  earlier  paper  (1)  we  presented  data  on  the  arterial  pressures 
obtained  from .  men  leading  a  comparatively  inactive  life.  In  the 
majority  of  men  studied  the  high  altitude  did  not  infiuence  the  arterial 
pressures,  yet  in  some  it  caused  a  slight  fall,  and  in  one  man  a  marked 
rise. 

In  our  later  expeditions  the  daily  routine  demanded  greater  activity, 
each  day  the  members  of  the  party  took  part  in  several  physical  exer- 
cise esperiments.  It  may  be  worth  while,  therefore,  to  compare  con- 
trol records  taken  at  both  altitudes  just  before  the  beginning  of  the 
physical  work  of  the  experiment.  In  every  case  the  control  determina- 
tions were  made  only  after  the  subject  had  been  sitting  quietly  for  at 
least  five  minutes  and  had  not  been  exercising  within  an  hour,  although 
he  was  permitted  during  this  time  to  be  busy  with  laboratory  duties. 

Atwater,  Cheley,  Gregg,  and  Havens  had  practically  the  same  aver- 
ages at  both  altitudes,  as  well  as  corresponding  variations.  During 
the  first  two  days  of  each  expedition  to  the  high  altitude  Schneider 
had  higher  pressures  than  at  the  low  altitude.  After  this  period  of 
high  pressure  his  average  was  a  few  millimetres  less  than  in  Colorado 
Springs.  He  showed  a  disposition  during  the  1914  expedition,  when 
the  amount  of  exertion  taken  daily  was  greatest,  to  have  a  rise  in  the 
systolic  pressure  of  from  4  to  6  mm.  Kg  during  the  latter  part  of  the 
afternoon.  This  was  only  noticeable  on  the  days  in  which  the  program 
of  experiments  was  crowded. 

Sisco  was  a  member  of  three  expeditions  to  Pike's  Peak,  in  the  spring 
and  autumn  of  1913,  and  in  June  1914.  Prior  to  the  first  two  his  Colo- 
rado Springs  averages  were:  systolic  118  and  119  mm.,  diastolic  86  and 
86  mm.,  pulse  pressure  33  mm.  During  the  corresponding  sojourns 
on  Pike's  Peak  the  following  averages  were  obtained:  systohc  117  and 
115  mm.,  diastolic  84  and  85  mm.,  pulse  pressure  33  and  30  mm.  Hg. 
While  there  was  no  change  in  the  first  there  was  a  fall  in  the  pressures 
in  the  second  expedition.  Prior  to  the  1914  expedition  all  of  Sisco's 
pressures  averaged  higher  than  ever  before,  the  systolic  was  125,  dias- 
tolic 89,  and  pulse  pressure  36  mm.  During  the  first  two  days  spent 
on  Pike's  Peak  his  pressures  averaged  about  the  same,  but  thereafter 
throughout  the  remainder  of  the  two  weeks  stay  each  was  decidedly 
higher.  The  averages  were:  systolic  130,  diastolic  95,  and  pulse  35 
mm.  Hg.  Furthermore  Sisco  showed  the  same  late  afternoon  rise  that 
was  noticed  in  Schneider.    We  were  unable  to  account  for  the  high 
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pressures  in  Sisco.  That  altitude  waa  the  sole  cause  of  the  rise  seems 
improbable  because  of  the  fact  that  his  arterial  pressures  were,  even 
before  the  ascent,  above  what  we  had  ordinarily  found  in  Colorado 
Springs. 

All  arterial  pressure  determinations  for  the  expeditions  prior  to  1916 
were  made  with  an  Erlanger  sphygmomanometer  and  those  in  1915 
with  a  Tycos  BjJiygmoraanometer, 

A,  The  changes  in  arterial  pressure  after  exercise. 

Ordinarily  at  the  close  of  a  work  period  the  arterial  pressureis  up 
but  it  at  once  begins  to  decrease.  Bowen  (10)  finds  that  the  fall  in 
the  pressure  is  not  so  rapid  as  the  primary  fall  of  the  pulse  rate  which 
it  accompani&s  and  that  a  subnormal  period  follows.  Lowsley  (11) 
studied  the  systolic,  diastolic,  and  pulse  pressures  after  work  and  finds 
that  these  invariably  fall  below  normal  and  remain  in  this  subnormal 
condition  for  a  considerable  period.  The  systolic  falls  more  rapidly 
than  the  diastolic  pressure. 

The  after  effects  of  walking  at  three  miles  per  hour  for  fifteen  min-utes. 
Cheley  reacted  to  this  walk  in  Colorado  Sprii^  with  a  slight  fall  of 
from  1  to  3  per  cent  in  the  systolic  pressure,  while  the  diastolic  pres- 
sure remained  unchanged.  In  several  instances  the  return  to  normal 
was  observed  and  was  found  to  occur  within  from  three  to  seven  minutes. 
During  the  four  days  spent  on  Pike's  Peak  he  had  after  the  walk  a 
marked  rise  in  the  arterial  pressures  but  progressively  decreased  the 
amotmt  of  reaction  with  each  day  of  residence.  During  the  first  after- 
noon the  systolic  pressure  rose  26,4  per  cent  and  remained  up  thirty 
minutes,  the  diastolic  went  up  4.6  per  cent  and  returned  to  normal 
within  three  minutes.  On  the  second  day  the  systolic  increased  only 
14.3  per  cent  and  returned  to  normal,  without  going  through  a  sub- 
normal period,  in  ten  minutes;  while  the  diastolic  pressure  only  went 
up  1.1  per  cent  and  returned  in  two  minutes.  On  the  third  day  the 
systolic  pressure  increased  10.9  per  cent.  The  return,  which  was  less 
rapid  than  on  the  second  day,  required  eighteen  minutes.  On  the 
fourth  day,  as  on  the  third,  the  sy^olic  alone  increased  and  this  time 
only  6.4  per  cent,  it  then  quickly  went  to  subnormal.  The  pulse  pres- 
sure following  these  walks  in  Colorado  Springs  was  as  a  rule  lowered, 
whUe  on  the  Peak  it  went  up  to  from  8  to  24  mm.  While  Cheley  showed 
a  marked  improvement  at  the  higher  altitude  nevertheless  the  reaction 
was,  even  on  the  last  day,  decidedly  above  any  obtained  with  the  same 
exercise  in  Colorado  Springs. 
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The  experiments  upon  Schneider  while  on  the  Peak  gave  irrc^^ularities. 
In  Colorado  Springs  this  walk  raised  hb  systolic  pressure  from  1  to  7 
per  cent  and  the  diastolic  either  not  at  all  or  not  more  then  1  per 
cent.  The  return  to  normal  was  rapid,  and  occasionally  there  occurre<l 
a  subnormal  period  of  short  duration.  Followii^  the  walk  on  the 
first  afternoon  spent  on  Pike's  Peak,  m  October  1915,  his  systolic  pres- 
sure was  up  13.4  per  cent  and  the  diastolic  10.1  per  cent.  Afterward 
the  systolic  went  subnormal  but  was  back  to  normal  within  ten  min- 
utes, while'  the  diastolic  returned  to  normal  in  six  minutes.  On  the 
following  days  the  systolic  pressure  did  not  clearly  rise  more  than  it 
frequently  did  in  Colorado  Sprii^,  but  the  diastolic  rose  from  to  2.3 
to  4.4  per  cent. 

Arterial  pressure  changes  after  walking  at  four  miles  per  hour  for  fifteen 
minutes.  In  October  1915  both  the  systolic  and  diastolic  pressures 
were  determined,  while  in  1914  only  the  systolic  pressure  was  recorded. 
Since  the  1915  data  cover  both  they  will  be  discussed  first.    See  Table 

When  in  Colorado  Sprii^  this  walk  raised  Cheley's  systolic  pres- 
sure as  much  as  3.5  to  7  per  cent  and  the  diastolic  pressure  0  to  2.3 
per  cent.  After  work  ceased  the  fall  in  pressure  always  carried  the 
systolic  pressure  into  a  subnormal  period  for  from  3  to  10  minutes, 
after  which  it  returned  to  normal.  During  the  first  day  spent  on  Pike's 
Peak  the  walk  raised  the  systolic  pressure  41.5  per  cent  and  the  diastolic 
8  per  cent,  both  returned  to  normal  within  fifteen  minutes  but  did  not 
become  subnormal.  On  the  second  day  the  increase  was  somewhat 
less,  systolic  25.7  per  cent,  and  diastohc  4,6  per  cent.  The  diastolic 
returned  to  normal  in  four  minutes,  the  systolic  pressure  was  still  above 
normal  twenty-five  minutes  after  work  ceased.  On  the  third  day  the 
systolic  rose  only  15.8  per  cent  and  returned  to  normal  within  ten 
minutes.  While  on  the  fourth  or  last  day  it  rose  19.3  per  cent,  was 
subnormal  fifteen  minutes  later  and  was  not  back  in  twenty-five  minutes. 
A  diastolic  increase  of  4.6  per  cent  occurred  the  last  three  days.  With 
this  as  after  the  slower  walk  Cheiey  had  the  greatest  reaction  on  the 
first  day  and  considerably  less  on  the  following  days.  It  will  also  be 
observed  that  with  greater  exertion  the  altitude  influence  became  more 
pronounced. 

The  after  effects  of  the  four-mile  per  hour  walk  on  Scimeider's 
arterial  pressures  have  been  studied  during  two  expeditions.  In  Colo- 
rado Springs  this  work  raised  his  systolic  pre:ssure  from  4  to  9  per  cent, 
with  an  averse  increase  of  6  per  cent  and  the  diastolic  from  0  to  3 
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per  cent  or  an  average  of  2  per  cent.  Each  pressure  returned  to  normal 
within  about  £ve  minutes,  and  practically  always  passed  through  a 
brief  subnormal  period.  In  1916,  when  both  the  systolic  and  diastolic 
pressures  were  determined,  Schneider  reacted  during  the  first  afternoon 
spent  on  the  Peak  with  a  rise  in  systolic  pressure  of  27  per  cent,  and  in 
diastolic  of  15.9  per  cent.  Both  pressures  returned  to  normal  within 
fifteen  minutes.  On  the  second  day  a  systolic  increase  of  only  12  per 
cent  was  obtained,  but  the  normal,  or  control  pressure,  125  mm.  was 
abnormally  high.  After  the  walk  ceased  the  pressure  quickly  went 
subnormal  to  114  and  did  not  return  in  thirty-five  minutes.  On  the 
two  following  days  both  pressures  rose  a  greater  number  of  millimetres 
and  each  time  the  subnormal  was  more  prolonged  than  in  Colorado 
Springs.  In  the  1914  expedition  when  only  the  systolic  pressure  was 
determined  Schneider  also  showed  throughout  the  stay  of  two  weeks  a 
greater  rise  than  in  Colorado  Springs.  These  data  will  be  found  in 
Table  II.  On  the  first  day  of  this  sojourn  the  systolic  pressure  rose 
from  the  high  level  of  128  mm.  to  148  mm.  of  Hg  or  16  per  cent,  the 
return  to  normal  was  slow  and  without  a  subnormal  sti^e.  The  high 
pressure  found  before  exercise  was  associated  with  oncoming  mountain 
sickness.  On  the  second  day  the  reaction  was  20  per  cent.  There- 
after the  rise  in  systolic  pressure  was  not  so  great;  but  it  was,  with  one 
exception,  always  greater  than  followed  the  same  exertion  at  the  low 
altitude. 

The  pulse  pressure  chaises  after  the  walk  of  four  miles  an  hour  were 
greater  on  Pike's  Peak  for  both  Cheley  and  Schneider.  Cheley's  pulse 
pressure  increased  in  Colorado  Springs  only  from  2  to  8  mm.  Hg.  The 
first  day  on  the  Peak  the  walk  raised  it  37,  the  second  day  23,  the  third 
day  14,  and  the  fourth  19  mm.  Schneider's  increa^  in  Colorado 
Springs  was  from  5  to  7  mm.  For  the  four  days  spent  on  the  Peak 
the  rise  was  18,  10,  23,  and  17  mm.  Hg  respectively. 

Systolic  pressure  determinations  made  on  Havens  and  Sisco  after 
the  four-mile  per  hour  walk  show,  on  the  whole,  similar  changes  and 
also  bring  out  the  fact  that  all  men  do  not  react  to  the  same  degree 
when  under  the  influence  of  lowered  barometric  pressure.  Havens 
systolic  rise  in  Colorado  Springs  varied  from  0  to  7  per  cent,  with  an 
averse  of  2  per  cent,  the  return  was  accomplished  quickly  and  rarely 
passed  into  a  subnormal  period.  On  Pike's  Peak  his  increase  ranged 
between  6  and  11  per  cent.  It  was  not  more  the  first  day  than  after 
long  residence  but  his  pressure  invariably  went  subnormal  for  a  time. 
During  the  first  four  days  the  return  to  normal  required  from  7  to 
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Watki  at  Jour  miles  an  hour 
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15  minutes,  which  was  longer  than  in  Colorado  Springs.  After  these 
first  days  it  returned  to  normal  in  from  three  to  seven  minutes,  which 
was  still  slightly  above  the  average  time  required  in  Colorado  Springs. 
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Again  it  should  be  noted  that  Havens  was  in  excellent  physical  condi- 
tion as  a  result  of  athletic  training. 

Sisco'gave  in  Colorado  Springs  Eifter  the  four-mile  per  hour  walk  an 
increase  of  from  3  to  9  per  cent  in  the  systolic  pressure.  During  the 
first  day  on  Pike's  Peak  the  rise  was  13  per  cent  and  on  the  next  three 
days  was  10  per  cent.  Several  times  thereafter  the  rise  was  about  the 
same  as  occurred  at  the  lower  altitude.  Sisco's  normal,  however,  was 
during  this  period  almost  continuously  from  4  to  6  mm.  above  his 
Colorado  Springs  average.  It  is  evident  then  that  on  the  Peak  after 
this  walk  his  systolic  pressure  was  uniformly  higher  than  after  the  same 
exercise  in  Colorado  Sprmgs.  For  the  "first  two  days  the  return  to 
normal  was  delayed  from  50  to  100  per  cent. 

In  order  to  determine  whether  the  fatigue  due  to  climbing  the  Peak 
would  accentuate  the  altitude  arterial  pressure  reaction  we  had  Atwater 
and  Gregg  take  the  four-mile  per  hour  walk  on  the  four  days  following 
the  ascent.  Atwater's  systolic  pressure  rose  20,  25,  20,  and  S  per 
cent;  Greg's  went  up  15,  22,  34,  and  9  per  cent.  The  time  required 
for  the  pressure  to  return  to  the  normal  was  greatly  prolonged  in  the 
first  experiment  and  shorter  thereafter.  The  reaction  of  these  two  men 
was  not  aa  great  as  was  obtained  by  Cheley  and  Schneider  but  greater 
than  for  Havens  and  Sisco.  The  experiments  on  the  last  day,  when 
the  pressures  rose  only  8  and  9  per  cent  respectively,  indicate  that 
these  men  reacted  well  to  the  altitude  influence.  A  similar  improve- 
ment was  noted  in  the  reduced  amoimt  of  acceleration  in  the  heart 
rate.  It  is  quite  evident,  therefore,  that  the  fatigue  of  the  climb  did 
not  materially  alter  the  high  altitude  arterial  pressure  reaction  for  this 
amount  of  physical  work. 

Our  arterial  pressure  studies  following  the  walks  show  that  the  pres- 
sures are  higher,  after  a  given  rate  of  walking,  on  the  Peak  than  after 
the  same  amoimt  of  work  at  a  lower  altitude.  On  comparing  the 
changes  resulting  from  walking  at  the  two  rates,  three  and  four  miles 
an  hour,  we  find  that  the  greater  the  exertion  the  more  pronounced  is 
the  infiuence  of  lowered  barometric  pressure.  It  is  also  evident  that 
the  altitude  influence  is  most  marked  during  the  first  days  of  residence 
on  the  Peak. 

The  after  effects  of  a  short  rapid  run  on  syslolip  pressure.  Rapid  runs 
of  260  yards  with  the  ascent  of  several  flights  of  stairs  in  Colorado 
Sprii^  caused  the  systolic  pressure  to  increase  between  25  and  67 
mm.  Hg.  The  average  rise  was  31  mm.,  while  the  percentile  of 
increase  varied  between  17  and  58.     The  pressure  invariably  went 
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subnormal  within  from  9  to  15  minutes,  and  was  normal  again  within 
twenty  minutes,  Lowsley  found,  after  the  100-yard  dash,  that  the 
average  rise  in  the  systolic  pressure  of  nineteen  men  was  36  mm.  A 
subnormal  depression  of  from  15  to  25  mm.  followed  while  the  return 
to  normal  required  as  much  as  one  hour  and  ten  minutes.  The  data 
obtained  on  Pike's  Peak  appear  in  Table  III. 

Havens'  reacted  to  the  175-yard  run  when  on  Pike's  Peak  with  a 
rise  in  systolic  pressure  that  rar^;ed  from  56  to  72  mm.  Hg,  an  average 
of  67  ram.  The  percentage  rise  varied  between  40  and  64.  The  later 
changes  were  followed  for  from  20  to  50  minutes  and  in  no  instance 
was  the  normal  restored.  Hb  return  to  normal  and  into  the  sub- 
normal period  was  very  irregular.  On  the  first  day  the  pressure  went 
up  from  106  to  174  mm.  and  in  38  minutes  had  only  fallen  to  126.  The 
next  day  it  went  into  the  subnormal  phase  within  ten  minutes.  The 
fall  into  the  subnormal  phase  varied  between  9  and  36  minutes.  Havens 
showed  no  definite  improvement  in  reaction  during  a  residence  of  two 
weeks. 

Schneider's  systolic  pressure,  as  the  result  of  the  run  in  Colorado 
Springs,  rose  from  25  ttf  30  mm.,  while  on  the  Peak  the  rise  varied  from 
37  to  65,  with  an  average  of  52  mm.  In  Colorado  Springs  the  depres- 
sion into  the  subnormal  period  occurred  within  from  9  to  13  minutes. 
Following  the  first  three  runs  on  the  Peak  the  pressure  remained  above 
the  normal  during  the  periods  of  observation  which  were  35,  28,  and 
30  minutes  respectively.  For  every  run  thereafter  his  pressure  went 
into  the  subnormal  period  within  from  11  to  15  minutes.  This  reduc- 
tion in  the  period  of  high  pressure  was  Schneider's  only  improvement 
in  the  two  weeks. 

Sisco  showed  the  same  marked  increase  in  the  systolic  pressure  at 
the  high  altitude  that  was  obtained  on  Havens  and  Schneider.  This 
increase  varied  between  47  and  82,  with  an  average  of  63  mm.  Only 
oDce  did  he  go  into  the  subnormal  period  during  the  time  of  observa- 
tion and  then  this  required  twenty  minutes.  His  pressure  after  work 
remained  above  normal  as  long  as  from  twenty  to  thirty-five  or  more 
minutes.    No  improvement  was  noted  during  the  two  weeks. 

The  rise  in  blood  pressure  found  after  these  short  quick  runs  on 
Pike's  Peak  is  in  general  comparable  to  the  increase  in  systolic  pressure 
obtained  in  exercises  of  maximum  muscular  effort.  McCurdy  recorded 
the  systolic  prrasure  in  Boston  for  twenty-three  men  during  an  exercise 
of  the  maximum  lift  for  each  man,  the  weight  lifted  varied  from  118 
to  249  kilos.     The  average  rise  in  systolic  pressure  was  69  mm.     The 
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TABLE  III 

Short  runs  on  Pike's  Peak 
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lowest  increase  was  49  and  the  highest,  except  for  one  very  unusual 
case  was  108  mm.  Hg.  As  a  result  of  our  runs  Havens'  average  increase 
was  67  mm.,  only  two  below  McCurdy's  average;  while  Sisco's  was  63 
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and  Schneider's  52  mm.  Our  lowest  rise  was  37  and  the  highest  S2 
mm.  McCurdy  had  seven  tests  in  which  the  pressure  was  200  mm. 
or  above;  while  Havens  and  Sisco  each  on  four  occasions  had  pressure 
of  200  mm,  or  more.  It  appears  then  that  the  heart  and  blood  vessels, 
in  these  exercises  were  subjected  to  almost  as  great  strain  as  occurs 
in  the  most  severe  test  the  heart  must  ever  undergo.  ' 

Robison,  who  was  acclimatized  to  the  altitude  of  14,109  ft.  by  a  resi- 
dence of  five  and  one-half  months,  made  this  run  with  the  result  that 
his  pressure  rose  from  104  to  158  nmi.,  a  rise  of  54  mm.  This  exceeds 
the  average  in  Colorado  Springs  and  suggests  that  loi^  residence  at 
the  high  altitude  does  not  much  reduce  this  increase. 

B.  The  changes  in  the  artericd  pressure  accompanying  exertion 

The  changes  in  arterial  pressure  during  exercise  have  been  considered 
at  low  altitudes  by  Bowen  (10)  and  Lowsley  (11).  These  found  a  rise 
in  pressure  when  work  began  which  reached  a  maximiun  in  from  f.ve 
to  twenty-five  minutes.  This  followed  after  the  primary  rise  in  pulse 
rate.  While  the  primary  rise  in  pulse  rate  occurred  in  from  one  to  three 
minutes,  the  pressure  rise  required  four  or  more  minutes.  The  dia- 
stolic pressure  rose  and  either  followed  the  systolic  curve  or  occurred 
somewhat  later. 

We  have  studied  the  blood  pressure  changes  during  two  formn  of 
work.  The  systolic  was  determined  for  five  subjects  while  riding  for 
from  fifteen  to  twenty  minutes  on  the  stationary  bicycle,  and  the  sys- 
tolic and  diastolic,  on  two  subjects  for  a  period  of  six  minutes  during 
which  they,  while  in  the  reclining  position,  alternately  raised  and 
lowered  tlie  legs.  In  each  kind  of  work  the  rate  of  movement  was  the 
same  at  the  two  altitudes. 

The  study  durii^  work  on  the  bicycle  was  of  the  systolic  pressure 
alone.  Experiments  during  the  1914  expedition  were  made  on  the 
third,  eighth,  and  eleventh  days.  In  Colorado  Springs  we  obtained 
during  the  work  period,  curves  similar  to  those  reported  by  Bowen  and 
by  Lowsley. 

Havens'  systolic  pressure  rose  to  the  maximum  in  practically  the 
same  time  at  both  altitudes.  In  three  typical  experiments  in  Colorado 
Springs  the  pressure  rose  gradually  to  the  maximum  in  10,  11,  and  12 
minutes  respectively.  The  maximum  was  reached  on  Pike's  Peak  in 
the  first  experiment  in  11,  in  the  second  in  13,  and  in  the  third  in  0 
minutes.     The  rate  of  rise  was  more  rapid  during  the  earlier  minutes 
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of  exercise  on  the  Peak.  His  systolic  pressure  rose  in  three  minutes 
in  Colorado  Springs  14,  16,  and'20  mm.;  and  on  Pike's  Peak  in  the 
same  time  -22,  24,  and  24  mm.  respectively.  Schneider's  systolic  pres- 
sure also  rose  more  rapidly  on  the  Peak  thaji  at  the  lower  altitude.  In 
Colorado  Springs  the  maximum  was  reached  in  from  12  to  15  minutes. 
On  Pike's  Peak  it  rose  to  the  maximum  in  five  minutes  during  the  first, 
in  nine  minutes  in  the  second,  and  in  three  minutes  in  the  third  experi- 
ment. Sisco  also  reacted  more  quickly  at  the  high  altitude.  His  rise 
in  Colorado  Springs  was  made  in  from  twelve  to  fifteen  minutes.  The 
first  experiment  on  the  Peak  gave  the  maximum  in  eight,  the  second 
in  four,  and  the  third  in  three  minutes. 

Since  the  effort  during  work  could  not  be  exactly  controlled  a  com- 
parison of  the  total  amount  of  rise  in  the  systolic  pressure  obtained 
at  the  two  altitudes  will  not  give  as  reliable  evidence  on  the  influence 
of  altitude  as  the  data  for  the"  walks  and  for  leg  raising.  Haven's  rise 
in  Colorado  Springs  varied  between  22  and  34  mm.,  on  the  Peak  between 
26  and  30  mm.  Schneider  had,  in  each  experunent  in  Colorado  Springs, 
a  rise  of  23;  on  the  Peak  from  20  to  34  mm.  Siaco's  rise  in  Colorado 
Springs  was  around  18  mm.  and  on  the  Peak  varied  between  22  and 
35  mm.  Schneider  and  Sisco  reacted  with  a  slightly  greater  rise  at 
the  higher  altitude.  Havens  with  the  same  at  both. 

Sii^le  bicycle  experiments  at  both  altitudes  on  Eager  and  Munro 
show  their  rise  in  pressure  durii^  exercise  at  the  high  altitude  to  be 
more  rapid.  Eider's  systolic  pressure  rose  in  the  first  four  minutes 
4  mm.  in  Colorado  Springs  and  10  mm.  on  the  Peak.  Munro's  pres- 
sure rose  6  mm.  in  two  minutes  in  Colorado  Springs,  and  16  mm.  on 
the  Peak. 

The  leg  raising  exercises  were  conducted  on  Cheley  and  Schneider 
in  the  1915  expedition.  Two  experiments  were  made  on  each  subject 
while  on  Pike's  Peak.  While  the  exercise  was  not  continued  long  enough 
to  obtain  the  maximum  rise  yet  in  each  experiment  both  the  systolic 
and  diastolic  pressures  rose  more  rapidly  than  in  Colorado  Springs. 
In  the  two  studies  on  Cheley  when  on  the  Peak  the  systolic  pressure  rose 
24  and  11  mm.  Hg  in  three  minutes,  in  Colorado  Springs  in  the  same 
tune  it  rose  7  and  8  mm.  For  Schneider  the  increase  in  three  minutes 
on  the  Peak  was  28  and  34  mm.  Hg  and  in  Colorado  Springs  from  22 
to  24  mm.  respectively.  The  total  rise  in  systolit  pressure  on  Pike's 
Peak  for  Cheley  was  27  and  14  per  cent  in  the  two  experiments  and  for 
two  in  Colorado  Springs  it  was  8  and  10  per  cent.  Schneider's  rise  in 
systolic  pressure  in  Colorado  Springs  raided  between  25  and  30  per 
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cent;  on  the  Peak  the  firat  experiment  gave  ^n  increase  of  33  per  cent, 
and  the  second  39  per  cent. 

The  diastolic  which  was  determined  during  the  leg  raising  exercise 
followed  the  systolic  pressure.  The  total  rise  was  greater  on  the  Peak. 
For  Cheley  the  diastolic  increase  in  Colorado  Springs  was  1  and  2  per 
cent;  in  the  first  exercise  on  the  Peak  it  was  4  per  cent,  and  in  the 
second  6  per  cent.  The  diastolic  rise  obtained  on  Schneider  injColorado 
Springs  varied  between  0  and  2  per  cent,  on  the  Peak  it  was  9  and  8 
per  cent  respectively.  Both  subjects  had  a  greater  pulse  pressure  dur- 
ing exercise  on  Pike's  Peak  but  Cheley  had  a  greater  increase  than 
Schneider. 

The  studies  of  the  arterial  pressure  chaises  during  exercise  show 
clearly  that  there  occurs  a  more  rapid  rise  in  the  pressure  at  the  high 
than  at  the  low  altitude.  The  rate  of  rise  is  not  so  rapid  as  that  of 
the  pulse  rate,  the  pressure  rise  It^^ging  somewhat  behind  the  acceler- 
ation in  pulse  rate.  The  total  amount  of  rise  in  the  arterial  pressure 
also  b,  in  general,  greater  during  work  on  Pike's  Peak  than  in  Colorado 
Springs.  One  of  our  subjects,  HaVens,  did  not  have  a  greater  increase 
in  pressure  at  the  high  altitude,  but  as  noted  before  he  was  in  better 
physical  condition  because  of  participation  in  athletics  than  others 
studied.  The  greater  rise  noted  during  exertion  accords  with  our 
data  obtained  from  the  study  of  the  after  effeetg  of  work. 

The  influence  of  low  barometric  pressure  during  and  immediately 
after  exertion  reveals  itself  in  a  more  marked  rise  in  all  the  arterial 
pressures,  and  in  the  prolonged  delay  in  return  to  normal.  The  effects 
are  more  pronounced  during  the  first  days  of  residence  at  the  high 
altitude.  The  improvement  resulting  from  the  changes  of  acclimati- 
zation is  only  evident  for  very  moderate  exertion.  The  greater  the 
exertion  the  more  pronounced  will  be  the  altitude  effects  upon  the  rise 
in  pressure  and  the  delay  in  return  to  normal. 

VENOUS   PREgSUHi: 

In  oiu-  earlier  report  (1)  it  was  stated  that  in  five  out  of  six  men 
studied  the  venous  pressure  was  as  much  as  25  to  87  per  cent  lower  on 
Pike's  Peak  than  in  Colorado  Springs.  Havens  and  Sisco  showed  the 
fall  in  venous  pressure  in  three  trips  to  the  Peak,  while  Schneider  was 
not  affected  in  four  trips.  Three  additional  men  have  now  been 
examined  and  found  to  have  a  les.^ned  venous  pressure  at  the  high 
altitude.  The  fall  in  pressure  wa'^  for  Atwater  40  per  cent,  Cheley  25 
per  cent,  and  Gregg  60  per  cent- 
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The  effect  of  exercise  upon  the  venous  blood  pressure 

The  changes  in  venous  pressure  while  riding  a  ataiionary  bicycle.  That 
the  venous  pressure  rises  during  exercise  can  be  demonstrated  by  a 
casual  observation  of  the  superficial  veins  of  the  hands  during  exer- 
tion. Hooker  (13)  investigated  the  extent  of  this  rise  at  a  low  altitude 
and  noted  the  time  required  to  reach  the  maximum  pressure  in  men 
working  on  a  stationary  bicycle.  In  nine  experiments  the  venous 
pressure  in  the  superficial  veins  of  the  hand  rose  between  6  and  14  cm. 
of  water,  and  reached  the  maximum  in  from  two  to  forty-two  minutes, 
in  six  out  of  nine  tests  this  was  reached  in  leas  than  fifteen  minutes. 

Our  own  experiments  made  on  five  subjects  while  riding  on  the  sta- 
tionary bicycle  were  continued  for  fifteen  and  twenty  minutes.  As 
has  been  stated  earlier  we  were  unable  to  regulate  with  exactness  the 
amount  of  work  done  on  the  bicycle,  nevertheless  tbe  work  done,  which 
was  approximately  the  same,  produced  marked  differences  in  results 
at  the  high  altitude.  During  this  work  in  Colorado  Springs,  Havens 
gave  a  rise  in  venous  pressure  in  four  experiments  of  from  1.6  to  6  cm. 
of  water;  on  Pike's  Peak,  also  in  four  experiments,  the  rise  ranged 
between  3.2  and  11  cm.  The  minimum  and  maximum  were  both 
somewhat  higher  on  the  Peak.  Schneider's  venous  pressure  during 
rest  is  scarcely  affected  on  the  Peak.  During  this  form  of  exercise  in 
Colorado  Springs  his  venous  pressure  rose  to  from  4.9  to  6  cm.  and  on 
Pike's  Peak  in  three  experiments  from  1.7  to  4,9  cm.  He,  therefore, 
reacted  less  rather  than  more.  Sisco,  whose  venous  pressure  during 
inaction  is  uniformly  low  at  the  high  altitude,  had  increases  in  venous 
pressure  in  Colorado  Springs  while  working  on  the  bicycle  of  from  4.4 
to  7.4  cm.;  while  in  three  experiments  on  the  Peak  the  rise  was  8.4, 
9,1,  and  9.4  cm.  respectively. 

A  single  experiment  on  each  Eager  and  Munro  was  made  two  days 
after  they  had  walked  up  the  mountain.  Each  man  had  a  greater  rise 
in  pressure  on  the  Peak  than  in  Colorado  Springs.  Eager's  rose  in 
Colorado  Springs  from  13.1  to  16.7  cm.  or  3.6  cm.  in  twenty  minutes, 
and  on  the  Peak  from  3.6  to  11.8  cm.  or  8,2  cm.  In  Colorado  Springs 
Munro's  venous  pressure  rose  from  16.1  to  20.7  or  4.6  cm.,  while  on  the 
Peak  it  went  up  from  2.6  to  15.8  or  13.2  cm.  of  water  in  twenty  minutes. 

In  four  out  of  five  subjects  work  on  the  bicycle  caused,  on  the  aver- 
age, a  greater  increase  in  the  venous  blood  pressure  at  the  high  alti- 
tude. The  maximum  pressure  during  work  was  not  as  high  on  Pike's 
Peak  in  any  one  of  these  subjects  as  in  Colorado  Springs.     This  is 
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accounted  for  by  the  fact  that  each  had  in  rest  a  lower  venous  pressure 
while  on  the  Peak.  We  were  unable  to  find  any  r^ular  differences 
in  the  tune  taken  to  reach  the  maximum  venous  pressure  during  the 
period  of  work  at  the  two  altitudes. 

The  after  effecia  of  exertion  on  the  venous  blood  pressure.  The  changes 
in  venous  pressure  were  studied  on  five  men  after  walking  for  fifteen 
minutes  at  the  rate  of  four  miles  an  hour.  In  Colorado  Springs  the 
pressure  ahnost  invariably  went  subnormal  for  a  period  withm  from 
eight  to  twelve  minutes  after  work  ceased,  but  on  Pike's  Peak  a  sub- 
normal period  was  observed  only  twice  and  both  of  these  occurred  in 
Havens.  The  time  required  to  reestablish  the  normal  pressure  was 
not  appreciably  different  at  the  two  altitudes. 

The  rise  in  venous  blood  pressure  noted  immediately  at  the  eod  of 
the  walk  merits  a  more  detailed  statement.  These  data  appear  in  Table 
II.  As  a  result  of  these  walks  in  Colorado  Springs  Havens'  venous 
pressure  rose  from  1.5  to  3.8  cm.  During  the  first  four  days  of  resi- 
dence on  the  Peak  the  following  rises  were  observed  4.5,  4.0,  4.7,  and 
5.5  cm.  of  water.  On  the  seventh  and  ninth  days  the  rise  was  less, 
2  and  3.1  cm.  respectively.  Schneider  reacted  in  Colorado  Springs,  for 
this  amoxmt  of  work,  with  increases  in  venous  preasine  of  from  0  to 
5.3  cm.  On  the  first  afternoon  on  the  Peak,  in  the  early  period  of 
mountain  sickness,  this  walk  increased  the  pressure  6.7  cm.  During 
the  remainder  of  the  stay  the  rise  in  pressure  was  not  greater  than 
occurred  in  Colorado  Springs.  Thus  five  ejcperiments  in  a  period  of 
nine  days  gave  the  following  increases:  2.7,  1.9,  1.1,  and  1.0  cm.  and 
one  reaction  in  which  there  was  a  decrease  in  pressure  of  3.3.  cm.  of 
water.  Sisco's  venous  pressure  rose  only  slightly  as  a  result  of  this 
walk  in  Colorado  Springs — 0,3  to  1.7  cm.  There  was  practically  no 
reaction  on  the  first  afternoon  on  the  Peak.  During  the  following 
ten  days  six  experiments  on  him  gave  respectively  9.1,  11.5,  0.6,  2.4 
1.1,  3.9,  and  9.3  cm.  of  water  rises  in  venous  pressure. 

The  venous  pressure  reaction  after  these  walks  was  carefully  studied 
on  Atwater  and  Gregg  after  they  had  climbed  the  Peak  but  was  neg- 
lected in  Colorado  Springs.  If,  however,  it  is  kept  in  mind  that  the 
venous  pressure  seldoraly  increases  more  than  5  or  6  cm.  in  young 
men  in  Colorado  Springs  as  the  result  of  walking  for  fifteen  minutes  at 
four  miles  per  hour  the  data  obtained  from  them  on  the  Peak  is  of 
interest.  Both  men  made  the  walk  four  times  while  on  the  summit, 
the  first  on  the  second  day  of  residence.  Gregg  reacted  with  the  fol- 
lowing rises:  4.4,  9.2,  10.2,  and  7.2  cm.;  all  except  the  first  were  greater 
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than  would  have  occurred  in  Colorado  Springs.  Atwater  reacted  differ- 
ently. As  a  result  of  the  first  walk  on  the  second  day  his  venous 
pressure  fell  2.1  cm.,  on  the  third  day  10.8  cm.,  on  the  fourth  day  1.8 
cm.;  while  on  the  fifth  and  last  day  forthe  first  time  it  rose  1.4  cm. 
On  the  last  day  his  pulse  rate  and  arterial  pressure  also  reacted  more 
nearly  as  at  the  lower  altitude. 

The  study  of  the  after  effects  of  this  walk  on  the  venous  pressure 
has  shown  the  same  general  reaction  that  occurred  during  the  work 
on  the  stationary  bicycle.  Schneider's  venous  pressure  in  this  form 
of  exercise,  with  the  exception  of  the  first  day,  was  not  influenced  by 
low  barometric  pressure.  Gr^g,  Havens,  and  Sisco  clearly  reacted 
with  a  greater  rise  in  pressure;  while  Atwater  on  the  first  days  reacted 
with  a  fall  in  pressure  during  the  exertion. 

PULSE  RATE  AMD  BLOOD  PRESSURE  CHANGES  APTBR  WALKING  UP  PIKE's 
PEAK 

The  heart  beat,  the  arterial  and  venous  blood  pressures  were  deter- 
mined on  Atwater  and  Gregg  at  intervals  durii^  a  period  of  seven  hours 
after  bhey  arrived  on  the  summit.  Both  on  arrival  felt  well  and  cheer- 
ful after  walking  a  distance  of  9.4  miles  with  a  rise  of  approximately 
7700  feet  in  four  hours  and  fifteen  minutes. 

The  first  determinations  were  made  as  quickly  as  possible  after  they 
arrived  at  12.44  p.m.  Our  data  appear  in  Table  IV.  In  Colorado 
Springs  Atwater  had  a  systolic  pressure  of  140,  diastolic  pressure  90, 
and  pulse  pressure  50  nun.-  His  venous  pressure  averaged  9  cm.  of 
water,  and  his  pulse  rate  imder  70  beats  per  minute.  Two  minutes 
after  arriving  his  pressures  were:  systolic  146,  diastolic  94,  and  pulse 
pressure  52  mm.  Hg,  venous  pressure  11  cm.  of  water,  and  pulse  rate 
114.  Thus  each  pressure  was  only  slightly  above  normal.  Practically 
no  change  in  the  pressures  occurred  within  the  foUowii^  twenty  min- 
utes, but  the  pulse  rate  had  retarded  from  114  to  102.  From  that  time 
on  the  pressures  declined,  the  arterial  pressures  did  not  fall  equally, 
the  diastolic  lagging  behind.  As  a  result  the  pulse  pressure  fell  most 
rapidly,  to  34  within  the  first  hour.  An  hour  and  a  half  later,  or  about 
two  hours  and  fifteen  minutes  after  he  reached  the  summit,  the  pidse 
pressure  had  again  returned  to  normal.  The  systolic  and  diastolic 
pressures  both  reached  their  minimum  values  at  the  same  time,  two 
and  a  quarter  hours  after  the  climb  ceased.  Both  of  these  pressures 
were,  generally  speaking,  back  to  normal  two  hours  later.  The  entire 
time  for  the  fall  in  these  and  the  return  to  normal  required  for  the 
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systolic  and  diastolic  pressures  four  hours  and  fifteen  minutes  and  for 
pulse  pressure  two  hours  and  fifteen  minutes.  These  figures  corre- 
spond with  those  obtained  by  Lowsley  (11)  in  his  study  of  exhaustive 
exercises  in  which  the  men  at  low  altitudes  ran  raees  of  ten  to  twenty 
miles.  The  average  times  required  for  his  subjects  to  return  to  normal 
were  for  systolic  slightly  less  than  four  hours  (232  minutes),  diastolic 
two  and  two-thirds  hours  (160  minutes),  and  pulse  pressure  two  and  a 
half  hours  (152  minutes).  In  his  studies  of  moderate,  rapid,  vigorous, 
and  fatiguing  forms  of  exercise  the  time  for  return  to  normal  for  systolic 
pressure  rarely  approached  two  hours,  for  diastolic  one  hour,  and  for 
pulse  pressure  one  and  one-half  hours.  The  time  required  by  Atwater 
to  return  to  normal  clearly  shows  the  exhaustive  nature  of  the  climb 
to  the  summit  of  Pike's  Peak.  The  total  fall  in  the  pressures  was  not 
as  great  as  often  follows  many  forms  of  exertion.  A  fall  in  systolic 
arterial  pressure  was  noted  by  Durig  and  Kolmer  (3)  in  all  four  of  theu" 
subjects  shortly  after  the  climb  to  the  summit  of  Monte  Rosa.  Expla- 
nations offered  were  that  in  one  subject  it  was  due  to  heart  fatigue  and 
in  two  to'  skin  irritation.  Undoubtedly  each  man  was  in  the  sub- 
normal phase,  which  invariably  follows  exertion,  at  the  time  the  deter- 
mination was  made.  They  made  only  a  single  observation  on  each 
man.  Atwater's  venous  pressure  began  to  fall  at  once  on  an-ival. 
This  resulted  in  a  negative  pressure  of  4.2  cm.  of  water  at  the  end  of 
three  hours.  His  venous  pressure  was  still  negative  the  following 
morning  but  within  the  twenty-four  hours  again  became  positive. 

The  pulse  rate  gradually  retarded  until,  four  hours  and  fifteen  min- 
utes after  the  ascent,  it  had  reached  84  beats  per  minute.  This  was 
the  lowest  count  obtained  for  Atwater  on  that  day.  Lowsley  found 
that  his  subjects'  pulse  rate  after  exhaustive  exertion  returned  to  nor- 
mal in  about  three  and  one-half  hours.  The  evening  meal  again 
accelerated  Atwater's  heart  so  that  seven  hours  after  the  accent  the 
rate  was  93. 

We  started  to  take  Gregg's  pressure  nine  minutes  after  ajrival  on 
the  summit.  He  felt  slightly  uncomfortable  at  the  time  and  yet  to 
our  surprise  he  fainted  immediately  after  the  systolic  pressure  of  94 
mm.  had  been  determined.  Previously  by  the  rough  procedure  of 
raising  and  lowering  the  hand  while  a  superficial  vein  was  watched  it 
had  been  noted  that  his  venous  pressure  was  negative.  Immediately 
after  Gregg  fainted  we  placed  him  on  a  bed  where  he  at  once  revived. 
He  fainted  at  12.54  p.m.  and  on  recovery  two  minutes  later  his  heart 
rate  was  102  beats  per  minute.     Four  minutes  later  his  systolic  pres- 
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sure  was  94,  diastolic  pressure  78,  and  pulse  pressure  only  16  mm. 
Hg.  He  rested  on  the  bed  much  of  the  afternoon.  The  pulse  pressure 
gradually  improved  throughout  the  next  hour,  reaching  at  the  end  35 


TABLE  IV 

Egttts  of  walking  up  Pike's  Peak 
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nun.  which  was  somewhat  above  normal,  this  being  31  mm.  in  Colorado 
Springs.  This  change  in  pulse  pressure  was  wholly  the  result  of  an 
improvement  in  the  systolic  pressure  which  increased  from  94  to  100 
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nun,  in  six  minutes,  and  then  more  gradually  to  Hi  mm.  Gre^s 
averages  in  Colorado  Springs  were:  systolic  115,  diastolic  84,  pulse 
pressure  31  mm.  Hg,  and  venous  pressure  11.5  cm.  of  water.  For  at 
least  four  and  a  half  hours  after  the  ascent  Gregg's  diastolic  pressure 
was  subnormal.  The  return  of  the  systolic  pressure  to  normal,  there- 
fore, raised  the  pulse  pressure  a  few  millimeters  above  normal. 

The  venous  pressure  remained  negative  throughout  the  day  and  the 
pulse  rate  high;  the  lowest  count,  four  and  a  half  hours  after  he  arrived, 
was  96. 

One  of  Mosso'a  (7)  soldiers,  on  Monte  Rosa,  fainted  after  lifting  two 
five-kilogram  dumb-bells  150  times.  Mosso  was  able  to  study  the 
respiratory  chuiges  in  detail  and  also  counted  the  pulse  rate.  He 
reported  that  the  respiratory  and  cardiac  functions  were  contempo- 
raneously modified.  Six  minutes  had  passed  after  the  cessation  of 
work  before  his  subject  manifested  any  weakness  in  the  functions  of 
the  heart  and  breathiiy;  apparatus.  The  heart  rate  had  fallen  from 
136  to  120  beats  per  minute  at  the  beginning  of  the  faint.  On  recovery 
it  was  only  104  per  minute.  Gregg's  heart  rate  after  recovery  in- 
creased from  102  to  108  per  minute  where  it  remained  for  about  twenty 
minutes.  The  delay  in  the  onset  of  the  attack  of  fainting,  as  was 
observed  by  Mosso  and  by  ourselves  on  Gregg,  is  not  unusual.  After 
severe  muscular  work  the  physical  condition  of  the  worker  may  become 
worse  for  a  time. 

Gregg  ate  a  light  supper  which  sent  his  systolic  pressure  to  120  and 
his  diastolic  pressure  to  93  mm.,  resulting  in  a  fall  in  pulse  pressure. 
The  result  of  the  evening  meal  for  both  Atwater  and  Gregg  was  a 
marked  fall  in  the  pulse  pressure,  associated  in  each  case  with  a  rise 
in  the  diastolic  pressure.    The  heart  rate  accelerated  for  both  men. 

Unfortunately,  because  all  members  of  the  expedition  were  more  or 
less  incapacitated  by  the  altitude  and  fatigue,  the  circidatory  chaises 
in  Eager,  Havens,  and  Munro  were  not  carefully  followed  after  their 
walk  up  the  Peak.  They  arrived  at  4  p.m.  Ewer's  pulse  rate  was 
then  136  and  three  hours  later  had  retarded  only  to  115  beats  per 
minute.  Havens  at  4.30  p.m.  had  a  rate  of  128,  at  7  p.m.  it  was  96, 
and  at  8.30  p.m.  had  retarded  to  82  beats  per  minute. 

It  is  clear  from  our  observations  on  these  men  who  walked  up  the 
mountain,  as  is  shown  by  the  long  subnormal  period  of  the  arterial 
pressure  and  in  the  prolonged  high  rate  of  heart  beat,  that  the  exertion 
is  very  exhausting  and  puts  a  serious  strain  upon  the  heart. 
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CONCLUBIONS 

The  aormal  circulatory  conditions  for  the  majority  of  men  at  an 
altitude  of  14,109  feet  are  an  increased  rate  of  the  heart  beat,  an 
unchanged  or  slightly  lowered  arterial  pressure,  and  a  lowered  venous 
pressure.  Physical  exertion,  as  at  a  low  altitude,  affects  all  three,  the 
pulse  rate  is  further  accelerated,  the  arterial  and  venous  pressures  are 
both  nflsed,  however,  the  change  in  each  is  substantially  greater  at 
the  high  altitude.  Furthermore  the  stimulating  influence  of  lowered 
barometric  pressure  is  the  more  pronounced  the  more  vigorous  the 
exertion,  that  is  to  say,  the  curves  representing  the  acceleration  of  the 
heart  rate  and  the  increase  in  pressures  rise  more  rapidly  than  the 
Giu^e  that  expresses  the  addition  in  rapidity  or  vigor  of  exertion.  These 
facts  clearly  show  that  the  heart  and  blood  vessels,  the  arteries  but  not 
the  veins,  iu  that  the  venous  pressure  rarely  goes  above  the  low  alti- 
tude averse,  undergo  a  greater  strain  during  exertion  at  the  high 
altitude  than  they  experience  for  the  same  form  of  exercise  at  the  low 
altitude.  The  irritability  of  the  circulatory  mechanism  during  and 
immediately  following  physical  work  is  greatest  throi^hout  the  first 
days  spent  on  the  heights;  it  decreases,  particularly  during  moderate 
exertion,  as  the  bodily  changes  of  acclimatization  progress.  For  per- 
sons in  excellent  physical  condition  and  who  have  reacted  well  to  the 
altitude,  the  changes  of  acclimatization  will  permit  of  moderate  exertion 
without  the  lowered  barometric  pressure  manifesting  itself  by  the  more 
pronounced  acceleration  of  heart  rate  and  in  increased  pressure.  It 
seems  probable  that  in  vigorous  work  even  those  who  are  best  adapted 
to  the  high  altitude  will  continue  to  give  a  more  pronounced  reaction 
than  would  occur  at  a  low  altitude. 

That  the  above  is  a  fair  statement  of  facts  is  evidenced  by  the  fol- , 
lowing  points  taken  from  oiu*  experiments.  The  muscular  action  re- 
quired for  standing,  as  determined  by  the  difference  in  the  number  of 
heart  beats  between  the  standing  and  reclining  postures,  did  not  even 
during  the  firet  days  of  residaice  at  the  high  altitude  very  materially 
accentuate  the  heart  rate  acceleration.  The  three-^nile  per  hour  walks 
at  the  low  altitude  resulted  m  the  following  average  changes  for  Cheley: 
pulse  11  beats,  systolic  0  mm.,  and  diastolic  0  mm.  Hg;  the  first  day 
spent  on  Pike's  Peak  the  increase  was  pulse  34  beats,  systolic  28  and 
diastolic  4  mm.;  on  the  fourth  day  pulse  26  beats,  systolic  8  and  dia- 
stolic 0  mm.  Schneider  in  eleven  days  fully  returned  to  his  low  alti- 
tude reaction.     The  four-mile  per  hour  walk  gave  for  Cheley  the  fol- 
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lowing  reactions:  average  increase  in  Colorado  Springs  pulse  24  beats, 
systolic  6  and  diastolic  1  mm.  Hg;  first  day  on  Pike's  Peak  pulse  61 
beats,  systolic  44  and  diastolic  7  mm.;  fourth  day  pulse  54  beats, 
systolic  23  and  diastolic  4  ram.  Three  men  remained  for  two  weeks 
on  the  summit  but  did  not  fully  recover  the  low  altitude  reaction 
although  they  showed  marked  improvement.  One  man,  however,  who 
was  in  excellent  physical  condition  had  about  the  same  increase  in 
heart  rate  at  the  two  altitudes.  In  two  weeks  residence  three  subjects 
showed  no  improvement  in  the  amount  of  the  reaction  following  the 
short  quick  runs.  The  acceleration  of  the  pulse  rate  and  the  increase 
in  systolic  pressure  were  enormous  and  corresponded  to  the  changes 
others  have  noted  in  the  most  exhaustive  types  of  exercise  at  low 
altitudes. 

That  the  heart  undei^es  greater  strain  during  exercise  at  the  high 
altitude  is  also  indicated  in  the  longer  after  period  of  high  rate  of  beat 
and  high  pressures  and  also  in  the  prolonged  subnormal  period  of  sys- 
tolic pressure.  This  subnormal  period  after  the  short  quick  runs  was 
as  prolonged  as  Lowsley  found  after  exhaustive  exercises. 

Our  observations  show  clearly  that  physical  exertion  makes  greater 
demands  on  the  heart  and  blood  vessels  at  very  high  than  at  low  alti- 
tudes. They  also  indicate  that  during  the  first  days  of  residence  at 
the  high  altitude  physical  work  should  be  reduced  to  a  minimum. 
The  writer  has  seen  two  persons  faint  just  after  arriving  on  the  smnmit 
because  they  ran,  to  escape  rain,  from  the  train  into  the  restaurant. 
The  reason  is  quite  evident.  It  is  ap[>arent  that  it  would  be  an  easy 
matter  to  seriously  injure  the  heart  during  the  early  days  of  residence 
at  the  high  altitude.  For  persons  untrained  and  unaccustomed  to 
physical  work  the  climb  to  the  summit  of  such  a  mountain  as  Pike's 
Peak  must  mean  a  serious  strain  for  the  heart.  Ravenhill  (14)  cites 
two  deaths  from  the  cardiac  type  of  mountain  sicknefss  of  men  who 
underwent  considerable  exertion  in  ascending  a  mountain  in  the  Andes 
to  an  elevation  of  15,400  feet.  He  found  that  men  who  did  not  remain 
quiet  the  first  day  or  two  at  that  altitude  almost  invariably  became 
mountain  sick.  That  the  risk  to  the  heart  is  less  for  men  who  are 
physically  strong  because  of  athletic  training  is  indicated  by  the  way 
Havens  reacted  to  exercises  at  the  high  altitude. 

It  is  to  be  expected  that  living  at  a  high  altitude,  especially  when 
much  physical  work  is  done,  might  increase  the  weight  of  the  heart, 
for  all  muscular  exertion  tends  to  increase  the  weight  of  the  heart  and 
the  result  of  work  at  the  high  altitude  would  accentuate  the  tendency. 
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Strohl  (15)  compared  the  beart  of  the  alpine  snowbird  (Lagopus  mutus) 
which  ranges  from  an  ahltude  of  6700  to  10,000  feet  with  the  moor 
snowbird  (Lagopus  lagopus)  which  is  not  found  above  2000  feet  and 
found  that  the  average  weight  of  the  heart  for  each  1000  grams  of  body 
weight  was  for  the  Alpine  bird  16.30  and  for  the  Moor  bird  11.08  per 
cent.  The  hypertrophy  of  the  right  was  greater  than  that  of  the  left 
ventricle.  Heger  and  Meyer  (16)  studied  the  hearts  of  guinea  pigs 
and  rabbits  at  two  altitudes,  by  weighing  and  with  the  orthodiagraph, 
and  found  the  hearts  of  the  rabbits  at  the  high  altitude  larger.  Stohl 
made  one  observation  of  considerable  interest  in  which  he  found  that 
the  heart  of  a  yoimg  Alpine  snowbird  one  and  one-half  months  old  had 
the  same  proportions  in  weight  as  that  of  the  Moor  snowbird,  which 
suggests  that  the  differences  ordinarily  observed  at  the  two  altitudes 
are  due  to  greater  muscular  activity  at  the  high  altitude. 

There  is  nothing  in  our  work  to  show  why  the  righi  ventricle  should 
hypertrophy  more  than  the  left.  We  noted,  however,  that  Zuntz  and 
Schumburg  (17)  found  in  their  study  of  the  influence  of  marching  on 
the  heart  that  the  right  ventricle  was  dilated  on  sixty-two  occasions 
while  the  left  was  involved  only  thirty-one  times. 


1.  (a)  By  the  first  morning  spent  at  the  high  altitude  the  pulse  rate 
had  accelerated  in  the  group  that  ascended  by  train  and  remained 
well  to  from  4,5  to  15.6  per  cent,  in  the  mountain  sick  group  to  from 
22.4  to  46,6  per  cent,  and  for  those  who  walked  up  to  from  26  to  66  per 
cent.  The  mean  pulse  rate  showed  the  same  group  differences,  while 
the  variations  throughout  the  day  were  the  same  for  each. 

(b)  The  frequency  of  the  heart  beat  due  to  changes  in  posture  was 
not  materially  differentat  the  two  altitudes. 

(c)  The  observations  on  the  after  effects  of  walks  for  fifteen  minutes 
at  the  rate  of  three  and  four  miles  per  hour  and  of  a  short  rapid  run 
show  that  physical  exertion  accelerated  the  heart  rate  more  at  the 
high  than  at  a  low  altitude,  and  that  the  altitude  influence  was  dis- 
proportionately increased  as  the  amount  of  work  was  increased.  For 
moderate  exertion  the  effects  were  greater  during  the  first  days  of  resi- 
dence. After  a  time  the  three-mile  walk  did  not  call  forth  the  altitude 
acceleration,  but  it  persisted  after  the  four-mile  walk  even  after  two 
weeks  of  residence.  The  time  required  for  the  heart  rate  to  return  to 
normal  was  also  prolonged  during  the  first  days  but  was  reduced  with 
acclimatization. 
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The  short  rapid  runs  were  exhausting  at  the  high  altitude,  the  heart 
was  accelerated  on  an  average  of  120  beats  per  minute  and  the  rate 
remained  high  for  several  hours  thereafter. 

(d)  During  work  on  a  atationary  bicyele  at  the  high  altitude  the 
heart  rate  increased  to  the  maximum  in  the  primary  rise;  while  at  the 
low  altitude  the  maximum  came  later,  in  the  secondary  rise. 

2.  (a)  The  three  artecial  pressures  were  higher  after  a  given  form 
of  work  at  the  high  than  at  the  low  altitude.  The  influence  of  lowered 
barometric  pressure  was  the  more  pronoimced  the  more  vigorous  the 
exertion.  The  reaction  was  most  conspicuous  during  the  first  days  of 
residence,  but  while  lessened  by  acclimatization  it  did  not  wholly 
disappear  after  a  residence  of  two  weeks.  The  average  rise  in  the  sys- 
tolic pressure  after  a  short  quick  run  was  61  mm.,  while  the  average 
pressure  for  each  of  three  men  was  177,  196,  and  197  mm.  Hg.  These 
high  pressures  were  similar  to  those  caused  by  a  maximum  lift  of 
weights.  The  delay  in  the  return  to  normal  was  as  prolonged  as  after 
exhaustive  exercises. 

(b)  During  work  the  arterial  pressures  rose  more  rapidly  at  the  high 
than  at  a  low  altitude,  the  rate  of  rise  was  not  as  rapid  as  that  of  the 
pulse  rate.  Ordinarily  at  the  low  altitude  the  arterial  pressure  reaches 
its  maximum  before  the  pulse  rate,  but  at  the  high  altitude  the  pulse 
rate  first  comes  to  the  maximum. 

3.  Physical  work  caused  in  five  out  of  seven  subjects  a  greater  rise 
in  the  venous  pressure  at  the  high  than  at  the  low  altitude.  The 
maximimi,  however,  was  on  the  average  less  than  at  the  low  altitude 
because  of  the  fact  that  the  normal  venous  pressure  was  lower  on 
Pike's  Peak. 

4.  The  exertion  of  walking  up  the  Peak  is  shown  to  be  exhausting 
and  to  put  a  serious  strain  upon  the  heart. 

The  writer  wishes  to  thank  generous  friends  who  contributed  toward 
the  expenses  of  the  expeditions  to  Pike's  Peak.  He  is  also  indebted  to 
the  young  men  who  so  kindly  served  as  subjects  for  these  observations. 
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Since  v.  Meting  discovered  in  1886  that  the  adminiBtration  of  phlor- 
hisin  renders  an  animal  glycosuric,  many  attempts  have  been  made 
to  learn  the  nature  of  the  phlorhizin  effect.  The  article  on  "Phlor- 
hizin  Glycosuria"  by  Graham  Luak  which  appeared  in  the  "Ei^ebnisae 
der  Physiologic,  1912"  contains  a  complete  review  of  the  literature  on 
this  subject,  hence,  only  a  brief  statement  of  previous  work  which  bears 
on  the  present  communication  need  be  given  here. 

It  is  generally  accepted  that  the  glycosuria  following  phlorhizin  euI- 
ministratlon  is  accompanied  by  a  hypoglycaeniia,  and  that  this  serves  to 
difFerentiate  it  clearly  from  other  forms  of  glycosuria,  in  which  a  state 
of  hyperglycaemia  exists.  Because  the  injection  of  phlorhizin  into  the 
renal  artery  is  immediately  followed  by  a  glycosuria,  and  since  no  re- 
duction occurs  in  the  amount  of  blood-sugar  in  phlorhizinized  animals, 
in  whom  the  renal  arteries  or  urethers  have  been  tied,  most  physiol(^psts 
have  concluded  that  phlorhizin  exerts  a  specific  action  on  the  renal 
cells,  producing  what  might  be  termed  a  "renal  diabetes."  There  have 
been  several  hypotheses  advanced  to  explain  the  mechanism  of  phlor- 
hizin glycosuria.  The  "vehicle  theory"  proposed  by  Minkowski,  as- 
sumes that  phlorhizin,  being  a  glucoside  composed  of  a  glucose  molecule 
and  a  substance  known  as  phloretin,  is  broken  down  by  the  kidney  cell 
into  its  constituent  parts  of  which  the  sugar  escapes  into  the  urine, 
whereas  the  phloretin  recombines  with  sugar  brought  to  the  renal  cells 
by  the  blood  to  reform  phlorhizin  which  again  breaks  down:  and  so  the 
process  goes  on  till  finally  the  phlorhizin  is  completely  excreted  from  the 
body.  Another  theory  supported  by  the  experimental  data  of  Levene, 
Biedei  and  Kolisch,  Pavy  and  Lepine,  is  that  the  renal  cells  under  the 
influence  of  phlorhizin  bring  about  a  change  in  the  blood-sugar  which 
makes  it  diffusible  and  enables  it  to  pass  through  the  renal  epithelium 
into  the  urine. 
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Underbill,  using  maximal  phlorhizinized  dogs,  found  that  an  increase 
in  blood-sugar  resulted  wben  the  kidneys  of  the  dc%  or  rabbit  were 
thrown  out  of  function.  This  hyperglycaemia  is  not  as  great  as  in  the 
depancreated  animal,  yet  it  indicates  a  specific  stimulation  of  sugar 
production  by  phlorbizin.  Underbill,  nevertheless,  recognizes  a  specific 
renal  action  in  pblorhim  (1). 

The  explanation  accepted  by  most  physiologists  is  that  phlorhizin 
specifically  affects  the  renal  cells  either  to  increase  their  permeabihty  to 
blood-sugar  or  to  excite  them  to  secrete  dextrose. 

All  the  hypotheses  of  phlorhizin  action  assume  a  specific  action  of 
the  drug  on  the  kidney.  There  are  some  observations,  however,  which 
point  to  the  possibility  of  its  having  a  more  general  action.  In  1S94 
Levene  foimd  that  a  reducing  substance  is  present  in  the  bile  of  phlor- 
hizinized animals,  whereas  none  is  found  in  the  normal  bile.  Brauer, 
using  a  different  method  to  free  the  bile  of  pigments,  was  unable  to 
confirm  this  finding.  Ray,  McDennott,  and  Lusk  could  not  detect  any 
sugar  in  the  bile  vomited  by  phlorhiziiiized  animals.  Recently,  Wood- 
yatt  has  repeated  the  examination  of  the  bile  as  directed  by  both 
Levene  and  Brauer,  and  has  succeeded  in  showing  that  if  the  bile  is 
properly  prepared  it  will  ferment  with  yeast  and  yield  characteristic 
dextrosazone  crystals  (2) . 

Cornevin  beUeved  that  phlorhizin  has  a  direct  action  on  the  mam- 
mary gland  but  this  work  has  not  been  confirmed  by  subsequent  workers. 
Dehnare  reported  the  presence  of  a  reducing  substance  in  the  sweat  of 
a  phlorhizinized  animal.  This  work  has  never  been  repeated.  Aside 
from  those  above  mentioned,  no  attempts  have  been  made  to  discover 
whether  or  not  phlorhizin  directly  affects  secreting  glands  other  than  the 
kidney. 

DISCUSSION   OF   RESULTS 

In  the  present  research  I  have  investigated  the  reducing  power  of  the 
pancreatic,  gastric,  and  salivary  secretions  in  normal  and  phlorhizinized 
dogs. 

The  pancreatic  juice 

The  experiments  on  the  pancreatic  juice  were  performed  on  dogs 
which  had  been  starved  for  two  or  three  days  before  the  operation. 
The  juice  w*s  collected  from  a  cannula  inserted  in  the  pancreatic  duct, 
and  the  pancreas  was  stimulated  by  the  intra-venous  injection  of  secre- 
tin, prepared  as  directed  by  Bayliss  and  Starling.     In  a  few  cases  in 
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which  the  amount  of  juice  obtained  by  the  action  of  the  secretin  was 
small,  pilocarpin  was  given,  but  it  failed  to  excite  secretioo  in  all  but 
one  experiment. 

Samples  of  blood  for  blood-sugar  estimations  were  taken  at  frequent 
intervals  before  and  after  the  injection  of  the  secretiii.     The  pancreatic 

TA9LE  1 

The  gugar  content  of  the  panerealic  juice  of  normal  dogt  U>  which  phlorkUin  had 

been  given  firo  hourt  before  the  experiment 
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•  Pilocarpin  was  given  after  secretin. 
t  Urine  gave  marked  reduction, 
t  Peculiar  color  reading  questionable. 

S  Phlorhizin  injected  intravenously  after  taking  sample  of  normal  juioe  which 
Kave  no  reduction. 

juice,  obtained  from  normal  dogs  and  from  dogs  to  which  two  gram  doses 
of  phlorhizin  dissolved  in  1.2  per  cent  sodium  carbonate  solution  had 
been  given  subcutaneously  two  hours  earlier,  was  tested  for  its  reducing 
power  by  Benedict's  and  Nylander's  tests.  The  protein  was  removed 
from  the  juice  by  colloidal  iron  and  the  clear  filtrate  was  concentrated 
before  applying  the  above  tests.     Since  normal  pancreatic  juice  does  not 
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reduce  the  alkaline  picric  acid  solution,  quantitative  estimations  of 
the  reducing  power  of  the  juice  were  made  by  the  method  proposed  by 
Lewis  and  Benedict  for  the  estimation  of  the  blood-sugar.  For  the 
same  reason  also  it  is  permissible  to  use  this  method  as  a  qualitative 
test  for  the  detection  of  a  reducing  substance  in  the  juice  after  the 
administration  of  phlorhizin.  This  was  done  in  a  few  cases  in  which 
the  amount  of  juice  was  too  small  to  permit  of  other  tests  being  applied. 

Table  I  gives  the  results  of  the  experiments  in  which  the  dextrose 
content  of  the  pancreatic  juice  of  normal  and  phlorhizinized  dogs  was 
determined.  It  will  be  seen  that  the  percentage  of  reducing  substances 
in  the  juice  is  considerably  lower  than  that  of  the  blood  at  the  same 
time.  The  injection  of  the  secretin  had  apparently  no  effect  on  the 
amount  of  reducing  substance  in  the  blood,  and  the  period  of  starvation 
previous  to  the  experiment  was  evidently  long  enough  to  prevent  a 
byperglyca^nia  from  developing  during  the  anaesthesia. 

Attention  should  be  cfJled  to  experiment  8  in  which  no  reducing 
substance  appeared  in  the  pancreatic  juice  following  the  administration 
of  phlorhizin.  The  urine  was  loaded  with  sugar  at  the  time.  I  can  offer 
no  explanation  for  this  negative  result.  Experiment  20  is  also  of  in- 
terest since  it  shows  the  presence  of  si^ar  in  the  pancreatic  jiuce  of  a 
normal  dog  whose  blood  showed  a  high  percentage  of  sugar.  This 
animal  had  not  been  starred. 

A  pancreatic  fistula  was  made  in  one  dog  after  the  method  devised 
by  Faviov.  The  juice  obtained  from  the  fistula  after  the  injection  of 
50  cc.  of  0.4  per  cent  hydrochloric  acid  into  the  stomach  or  after  feeding 
with  meat  was  found  to  be  free  from  reducing  substance.  The  juice 
obtained  under  similar  conditions,  but  after  the  administration  of 
phlorhizin  gave  reduction  with  both  Nylander's  and  Benedict's  tests, 
and  dextrosazone  crystals  were  obtained  with  the  phenylhydrazine 
test.  The  amount  of  dextrose  present  in  this  juice  was  estimated  to  be 
about  0.035  per  cent. 

The  gastric  juice 

The  experiments  on  the  gastric  secretions  were  made  on  dogs  possess- 
ing a  Pavlov  stomach.'  The  juice  secreted  by  the  small  stomachs  after 
feeding  with  meat,  was  collected  hourly  both  under  normal  conditions 
and  following  the  administration  of  phlorhizin,  which  was  given,  in  2 
gram  doses,  dissolved  in  1.2  per  cent  sodium  carbonate  solution. 

'  These  were  generously  loaned  me  by  Froressors  CarlBon  and  Luckhart  of 
the  Physiological  Laboratory  of  Chicago  University,  and  I  wish  to  express  my 
thanks  for  the  assistance  given  me  by  these  gentlemen. 
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The  anuHint  of  juice  obtained  in  thiB  way  ie  usually  snail  and  it  was 
therefore  neceasary  to  employ  a  test  capable  of  detecting  a  low  concen- 
tration of  reducing  substance  in  a  small  amount  of  fluid.  Since  normal 
gastric  juice  does  not  reduce  the  alkaline  picric  acid  mixture  as  recom- 
mended by  Lewis  and  Benedict  For  the  estimation  of  blood-eugar,  it  was 

TABXSS 

The  rwAwin;  propertiet  of  the  gaalrie  juxee  of  tutrmal  and  phlorkitinUed  doga 
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t  Dog  C  poBseased  a  Heidenhain  stomach. 

•  Denotes  that  enough  juice  was  not  obtained  to  make  a  quantitative  auRar 
determi  nation. 

possible  to  use  the  reaction  as  a  test  for  the  appearance  of  reducii^ 
substance  in  the  gastric  juice  following  phlorhizin  administration.  The 
test  is  not  speci&c  for  sugar  and  is  perhaps  faulty  in  other  r^ards, 
nevertheless,  it  is  so  delicate  that  a  very  low  percentage  of  a  reducing 
substance  can  be  detected  in  a  very  small  quantity  of  fluid.  The  picric 
acid  precipitates  any  mucus  that  may  be  present  and  the  filtrate  on  boil- 


d  by  Google 


EFFECT  OF   PHLORHIZIX   ON   D1QE8TIVE   SECRETIONS  423 

ing  with  a  little  sodium  carbonate  solution  turns  red  if  a  reducing  sub- 
stance is  presetit,  I  have  never  observed  a  similar  reaction  in  normal 
gastric  juice  but  have  obtained  it  quite  uniformly  in  the  gastric  juice 
of  dogs  which  were  under  the  infiuence  of  phlorhizin.  The  gastric  juice 
collected  from  a  dt^  with  a  Heidenhain  pouch,  on  one  occasion,  gave 
sl^ht  reduction  with  the  above  reagent.  Its  reducing  power  increased, 
however,  when  phlorhizin  was  given.  A  test  made  on  a  subsequent 
day  failed  to  show  reduction.  The  gastric  juice  from  the  Heidenhain 
pouch  of  a  goat  (which  was  kindly  loaned  me  by  Professor  Carlson) 
reduced  the  picric  acid  reagent,  but  did  not  reduce  Benedict's  reagent. 
Phlorhizin  did  not  produce  any  change  in  the  juice  of  this  animal  in 
the  one  experiment. 

The  results  of  the  experiments  on  the  gastric  juice  are  given  in 
Table  2. 

In  each  of  the  experiments,  after  a  sufficient  amount  of  the  juice  had 
been  collected  to  make  quantitative  estimations  of  the  reducing  power, 
by  means  of  the  Lewis  Benedict  method,  the  remaining  samples  were 
combined  and  after  freeing  the  mixed  juice  of  mucus,  the  filtrate  was 
concentrated  and  tested  with  Benedict's  reagent.  Reduction  occurred 
with  the  juice  obtained  while  the  animals  were  under  the  influence  of 
phlorhizin.  These  results  indicate  that  phlorhizin  affects  the  gastric 
glands  in  the  same  way  as  it  affects  the  pancreas. 

The  saliva 

Some  of  these  experiments  were  done  on  the  same  animals  that  were 
used  in  the  experiments  on  pancreatic  secretion.  In  such  cases  the 
sahva  was  obtained  before  the  administration  of  the  secretin.  The 
submaxillary  gland  was  made  to  secrete  by  stimulation  of  the  chorda 
tympani  and  the  saliva  was  collected  by  means  of  a  cannula  inserted 
into  Wharton's  Duct.  The  reducing  power  of  the  saliva  of  normal  dogs 
and  of  animals  poisoned  with  phlorhizin  was  tested  as  in  the  experi- 
ments on  the  gastric  and  pancreatic  juice.  In  the  saliva  of  normal  dogs 
I  have  never  found  sugar  save  in  one  case  (experiment  20)  in  which  the 
blood-sugar  was  0. 18  per  cent.  The  amount  present  in  the  saliva  in  this 
case  was  estimated  at  about  0.04  per  cent  and  it  is  important  to  note 
that  the  pancreatic  juice  of  this  dog  also  reduced  Benedict's  recent. 
This  finding  is  in  harmony  with  the  discovery  by  Carlson  and  Ryan  that 
the  sahva  of  cats  under  ether  anaesthesia  may  contain  sugar  (3). 

The  ^ures  in  table  3  give  the  results  of  the  experiments.  Out  of 
nine  experiments  five  are  absolutely  negative.     Two  of  these  are  ex- 
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penmentB  in  which  sugar  was  found  in  the  pancreatic  juice.  In  the 
positive  experimentfi  the  amount  of  reducing  substance  in  the  juice 
was  very  Bmall.  The  fact  that  I  found  reducing  properties  in  the  juice 
of  some  phlorhizinized  animals  and  did  not  find  them  in  normal  animals 
with  Qonnal  blood-sugars  is,  I  believe,  significant. 

In  order  to  determine  whether  the  action  of  pHlorhizin  on  the  various 
glands  of  the  body  is  independent  of  its  action  on  the  kidney,  I  ligated 
the  renal  vessels  in  two  dogs  previous  to  the  administration  of  the  dn^. 
Pancreatic  juice  subsequently  obtained  was  examined  for  its  reducing 
power.  In  one  experiment  in  which  a  good  flow  of  juice  was  obtfuned 
reduction  occurred  with  Benedict's  reagent.    In  the  other  etperiment 

TABLE  a 
Th«  influence  of  phlorhitin  on  the  reducing  properties  of  taliva.     Obtained  from  a 
cannula  in  Wharlon'i  dtiel  of  a  dog 
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sufficient  juice  only  was  obtained  to  make  a  qualitative  test  by  the 
picnc  acid  method,  the  result  beii^  positive. 

The  results  of  these  experiments  taken  along  with  the  observations 
of  previous  investigators  of  the  presence  of  sugar  in  the  bile  and  sweat 
of  phlorhizinized  animals,  indicate  that  phlorhizin  does  not  act  on  the 
renal  cells  alone.  It  is  true  that  sugar  is  found  in  far  greater  concen- 
tration in  the  urine  during  phlorhizin  poisoning  than  in  the  blood  or 
in  the  above  mentioned  secretions,  but  the  same  is  true  of  the  glycosuria 
.produced  by  the  hyperglycaemia  following  pancreatectomy  and  the 
intra-venous  injection  of  sugar.  In  one  case  in  which  linjected  sufficient 
sugar  into  the  femoral  vein  to  produce  a  hyperglycaemia  of  0.5  per  cent 
the  urine  contained  over  4  per  cent  of  sugar  and  the  pancreatic  juice 
obtained  a  few  minutes  later,  contained  0.33  per  cent  of  reducing  sub- 
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stance.  In  this  case  it  would  hardly  be  thought  that  the  sugar  acts 
on  the  kidney  in  a  different  way  than  on  the  pancreas.  The  method  by 
which  the  kidney  concentrates  the  sugar  in  the  urine  may  very  well 
be  the  same  in  the  glycosurias  which  follow  phlorhizin  poisoning  and  in 
those  which  depend  on  hyperglycaemia. 

The  fundamental  nature  of  the  action  of  phlorhizin  is  still  unknown. 
The  blood-augar,  as  suggested  by  Woodyatt  (4)  may  be  considered  as 
being  in  a  state  of  equilibrium  with  the  sugar  of  the  cells  and  this  again 
with  sources  (glycogen  and  protein)  from  which  it  may  be  formed: 

In  other  words,  we  may  think  of  the  sugar  as  exerting  a  partial  pres- 
sure in  all  the  cells  and  fluids  of  the  body  just  as  do  Oi  and  COi.  Any 
factor  which  reduces  the  partial  pressure  in  one  locality  will  eventually 
reduce  its  pressure  in  all  parts  of  the  body.  Phlorhizin  produces  a 
change  in  the  partial  pressure  of  the  sugar  in  the  body,  as  it  were, 
and  wherever  sugar  can  escape  it  does  so.  The  chief  expression  of  the 
phlorhizin  action  is  in  the  kidney  because  in  this  organ  there  is  a  highly 
developed  mechanism  for  the  concentration  of  substances  excreted 
from  the  blood  into  the  mine.  The  methods  by  which  phlorhizin  makes 
the  kidney  cells,  and  the  cells  of  other  secreting  glands  permeable  to 
sugar  are,  no  doubt,  alike. 


The  normal  pancreatic,  gastric,  and  saUvary  juices  of  the  dog  do  not 
contain  an  appreciable  amount  of  reducing  substance.  The  pancreatic 
and  gastric  juices  and  sometimes  the  salivary  juice  of  dogs  rendered 
glycosuric  by  phlorhizin,  contain  a  reducing  substance.  In  the  case  of 
the  pancreatic  juice,  this  has  been  shown  to  be  dextrose. 
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During  the  past  decade  several  observera  have  exposed  enzymes  to 
ultra-violet  radiation  and  determined  the  relation  between  the  length 
of  time  of  exposure  and  the  decrease  in  the  activity  of  the  ensymes. 
Dreyer  and  Hanssen  (1)  showed  that  the  destruction  follows  the  law 
for  unimolecular  reactions.  Schmidt-Neilson  (2)  using  a  1  per  cent 
solution  of  rennin  came  to  the  same  conclusion  r^arding  the  destruc- 
tion by  ultrsr-violet  radiation.  Green  (3)  was  among  the  first  to  show 
the  destructive  effect  of  the  short  wave  lengths  of  the  spectjum  on 
enzymes.  It  has  been  recognized  in  photography  since  the  time  of 
Bunsen  and  Roscoe  that  the  relation  between  the  exposure  of  silver 
salts  to  hght  and  the  amount  of  silver  reduced  by  the  action  of  l^ht 
without  further  treatment  is  linear,  that  is,  the  mass  of  silver  reduced  is 
proportional  to  the  energy  applied.  According  to  Faraday's  law  the 
amoimt  of  silver  deposited  upon  the  cathode,  when  an  electric  current 
is  passed  through  a  solution  of  silver  salt,  is  proportional  to  the  amount 
of  current  passed,  that  is,  to  the  energy  applied.  It  has  been  shown 
that  this  same  relation  exists  between  the  amoimt  of  current  passed  and 
the  destruction  of  enzymes  (4).  In  view  of  these  facts  it  would  seem 
that  the  relation  between  the  decrease  in  enzyme  activity  and  exposure 
to  ultra-violet  radiation  should  be  linesir.  The  experiments  reported 
in  this  paper  were  carried  out  to  see  if  this  was  true. 

Method.  Five  cubic  centimeters  of  the  solution  to  be  exposed  were 
introduced  into  a  circular  glass  vessel  5  cm.  in  diameter  and  1  cm.  deep. 
This  was  covered  during  the  exposure  with  a  quartz  plate  2  mm.  thick 
and  partially  immersed  in  running  water  under  a  quartz  mercury-vapor 
burner  operating  at  140  volts,  3.3  amperes,  2400  cp.  Previous  to  the 
exposure  the  solutions  were  made  perfectly  clear  by  filtration.  Col- 
ored solutions  were  rendered  colorless  by  filtering  through  a  thin  layer 
of  animal  charcoal. 
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HORMONES 

Adrenalin.  A  colorless  commercial  preparation  of  adrenaliB  chloride 
was  diluted  1  to  15  with  distilled  water.  Five  cubic  centimeters  of  the 
clear  solution  were  introduced  into  the  glass  vessel  and  exposed  to  the 
radiation  for  20  minutes  at  a  distance  of  5  cm.  This  was  removed  and 
another  5  cc,  was  introduced  and  exposed  for  40  minutes.  Similarly 
another  5  cc.  was  exposed  for  60  minutes.  Three  cubic  centimeters  of 
the  imexpoeed  solution  were  injected  into  the  jugular  vein  of  an  ether- 
ized dog  while  the  arterial  pressure  was  beii^  recorded  by  means  of  a 
mercury  manometer.  After  the  blood  pressure  had  returned  to  normal 
3  cc.  of  the  solution  exposed  for  20  minutes  were  injected.  Similarly 
3  cc.  of  the  solutions  exposed  for  40  and  60  minutes  respectively  were 
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Fig.  1.  The  destruction  of  adrenalin  by  ultra-violet  radiation.  At  a,  3  cc. 
of  unexposed  solution  were  injected;  at  b,  3  cc.  previously  exiKued  for  twenty 
minutes;  at  c,  3  co.  previoualy  exposed  for  forty  minutes;  at  d,  3  cc.  previously 
exposed  for  sixty  minutes. 
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injected.  Ths  blood  pressure  records  may  be  seen  in  figure  1.  At  a, 
3  cc.  of  the  unexposed  adrenalin  solution  were  injected;  at  h,  3  cc.  of 
the  solution  previously  exposed  for  20  minutes;  at  c,  3  cc.  previously 
exposed  for  40  minutes;  at  d,  3  cc.  previously  exposed  for  60  minutes. 
The  injection  of  the  unexposed  solution  caused  a  rise  in  blood  pressure 
of  66  mm.  of  mercury;  the  solution  exposed  for  20  minutes  caused  a  rise 
of  38  mm.  of  mercury;  that  exposed  for  40  minutes  a  rise  of  10  mm.  of 
mercury,  and  the  solution  exposed  for  60  minutes  caused  do  rise  in  the 
blood  pressure.  The  destructive  effect  on  adrenaUn  of  the  20  minute 
exposure  is  represented  by  the  difference  in  the  rise  of  blood  pressure 
between  66  and  38  mm.  Hg.  or  28  mm. ;  that  of  the  40  minute  exposure 
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by  the  difference  between  66  and  10  mm.  Hg.  or  56  nun.  which  ia  also  a 
decrease  of  28  mm.  per  20  minute  interval  of  exposure.  In  all  10  exper- 
iments similar  to  the  one  described  were  performed.  In  three  of  these 
the  rate  of  destruction  of  the  adrenalin  was  absolutely  proportional  to 
the  length  of  exposure,  while  the  remaioing  seven  deviated  from  abso- 
lute proportionality  by  5  to  15  per  cent. 

Secretin.  This  was  prepared  by  boiling  the  hashed  mucosa  of  the 
intestines  of  dogs  or  of  cattle  with  0.4  per  cent  hydrochloric  acid,  the 
acid  extract  was  neutralized  while  boiling  with  1  per  cent  sodium  hydrox- 
ide and  filtered.     Five  cubic  centimeters  of  the  clear  filtrate  were  in- 


RaU  of  detlTuction  of  si 


TABLE  I 
•,lin  by  expoBUTe  t 
Secretin 


uUra-violet  radialion 


DScmiASB  iw  hhubsb  o*  amon 

IM  rivi  MiNrna 

JHHmVAUi     ■IFO«:»    OF    ■■- 

0 

IS- 

30 

12- 

0 

14 

60 

10- 

0 

16- 

90 

8+ 

0 

15- 

120 

6- 

2+ 

0 

14- 

150 

3- 

0 

15 

180 

0 

3- 

troduced  into  the  glass  vessel  and  exposed  to  the  radiation  from  the 
burner  for  30  minutes  at  a  distance  of  5  cm.  This  was  removed  and 
replaced  by  5  cc.  of  fresh  solution  which  was  exposed  for  60  minutes. 
Similarly  solutions  were  exposed  for  90,  120,  150,  and  180  minutes. 
Four  cubic  centimeters  of  each  of  the  solutions  thus  exposed  were  in- 
jected into  the  jugular  vein  of  an  etherized  dog  and  the  number  of 
drops  of  pancreatic  juice  caused  to  fiow  in  five  minutes  beginning  with 
the  time  of  the  first  drop  were  counted.  Previous  to  the  injection  of 
each  exposed  solution  an  injection  of  4  cc.  of  the  unexposed  solution  was 
made  to  serve  as  a  control.  The  effect  of  the  unexposed  solution  was 
always  permitted  to  wear  off  before  the  injection  of  the  exposed  solution 
took  place.     In  Table  I  it  may  be  seen  that  in  the  5-minute  interval 
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after  the  injection  of  the  solutions  of  Becretin  previously  exposed  for 
30,  60,  90,  120,  and  180  minutes  respectively,  12-,  10-,  8+,  6-,  3-, 
and  0  drops  of  pancreatic  juice  were  secreted.  It  may  also  be  seen  that 
the  control  for  each  of  these  solutions  shown  after  0  time  exposure 
were  fairly  constant  being  15—,  14,  16—,  15—,  14—  and  15  drops  of 
pancreatic  juice  secreted  in  the  5-minute  intervals.  The  table  also 
shows  that  the  rate  of  decrease  in  the  activity  of  the  secretin  is  repre- 
sented by  a  decrease  in  the  flow  of  pancreatic  juice  of  approximately  2 
drops  (or  each  30-minute  interval  of  exposure  of  the  secretin.  Six  ex- 
periments similar  to  the  one  described  were  carried  out  with  compara- 
tively little  difference  in  the  results. 

Cholagogties.  The  gall  bladder  of  a  dog  was  tied  off  and  a  cannula 
was  introduced  into  the  common  bile  duct.  Fifty  cubic  centimeters  of 
bile  were  collected  as  the  result  of  repeated  injections  of  ox  bile  into  the 
jugular  vein.  The  bile  was  filtered  through  a  thin  layer  of  ftnim;^! 
charcoal  and  rendered  somewhat  more  colorless  than  the  or^nal  bile. 
Five  cubic  centimeters  of  the  filtered  bile  were  exposed  to  the  radiation 
from  the  quarts  mercury-vapor  burner  in  the  glass  vessel  at  a  distance 
(tf  5  cm.  for  10  hours.  Four  cubic  centimeters  of  the  unexposed  bile 
were  injected  into  the  jugular  vein  of  a  dog  having  a  cannula  in  the 
common  bile  duct.  The  rate  of  flow  was  increased  by  the  injection  of 
this  amount  of  the  unexposed  bile  from  5  drops  to  20  drops  in  the 
5-niinute  interval  after  the  injection  beginning  with  the  time  of  the  first 
drop.  Four  cubic  centimeters  of  the  bile  exposed  for  ten  hours  were 
injected.  This  increased  the  rate  of  flow  from  4  drops  to  IS  drops  in 
the  5-minute  interval  after  the  injection.  From  the  results  of  this 
typical  experiment  it  may  be  concluded  that  exposure  to  ultra-violet 
radiation  has  no  effect  on  the  cholagogic  properties  of  bile.  Cholic  acid 
prepared  according  to  the  method  of  Plattner  was  tried  in  the  same 
manner  as  the  bile  with  a  similar  result. 

ENZTHES  AND  FROBNZTHBS 

Trypsin  and  Trypsinogen.  One  hundred  cubic  centimeters  of  clear 
pancreatic  juice  were  collected  from  the  cannula  in  the  pancreatic  duct 
of  a  dog  as  the  result  of  the  repeated  injections  of  secretin  into  the  jugu- 
lar vein.  This  amount  was  divided  into  two  portions  of  50  cc.  each. 
To  one  portion  2  cc.  of  enterokinase  were  added.  This  50  cc.  was  the 
solution  of  trypsin  used  in  the  experiments  to  be  described  and  the 
remaining  50  cc.  the  trypsinogen  solution  used. 
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Six  portions  of  5  cc.  each  of  the  trypsin  solutions  were  introduced  into 
the  glass  vessel  and  exposed  to  the  radiation  at  a  distance  of  10  cm.  for 
10,  20,  30,  40,  50,  and  OO-minute  intervals  respectively.    Mett's  tubes 
made  of  10  per  cent  gelatin  colored  with  congo  red  were  placed  in  the 
solutions  thus  exposed  and  permitted  to  digest  for  24  hours  at  20°C. 
In  figure  2  under  "trypsin"  is  shown  a 
photograph  of  the  tubes  of  a  typical 
experiment.    Tube  "n"  had  been  in  the 
unexposed  solution,  tubes  1,  2,  3,  4,  6, 
and  6  had  been  in  the  solutions  exposed 
to  the  radiation  for  10,  20,  30,  40,  50, 
and   60-niinute   intervals  respectively. 
The  light  portion  of  the  tubes  repre- 
sents the  extent  of  digestion,  the  dark 
portion  the  undigested  gelatin.    It  may 
be  seen  that  the  tryptic  activity  is  de- 
creased by  exposure  to  the  radiation  and 
that  the  rate  of  this  decrease  is  pro- 
portional to  the  length  of  time  of  ex- 
posure. 

The  trypsinogen  solution  was  exposed 
to  the  radiation  as  the  trypsin  had  been. 
Two  drops  of  enterokinase  were  added 
to  3  cc.  of  each  of  the  exposed  solutions 
and  to  3  cc.  of  the  unexposed  solution. 
Mett's  tubes  were  introduced  into  the 
solutions.  After  the  digestion  had  pro- 
ceeded at  room  temperature  for  24  hours 
the  tubes  were  photographed  (see  fig.  2 
under  "trypsint^en,")  The  rate  at 
which  the  trypsinogen  is  destroyed  by 
the  radiation  is  much  slower  than  that 
of  the  trypsin.  The  trypsin  was  com- 
pletely destroyed  after  60  minutes  ex- 
posure while  the  exposure  of  the  enzyme 
in  the  zymogen  state  for  the  same  period  of  time  decreased  its  activity 
about  50  per  cent. 

Pepsin.  Two  grams  of  a  commercial  preparation  of  pepsin  were  dis- 
solved in  100  cc.  of  distilled  water.  This  solution  was  filtered  and  por- 
tions of  5  cc.  each  of  the  clear  filtrate  were  introduced  into  the  vessel 


Fig.   2.    The   destructio 
trypfliu,  trypBinogen,  pepsin,  and 
enterokinase    by    exposure 
ultra-violet  radiation. 


d  by  Google 


ACTION   OF   ULTRA-VIOLBT  RADUTION  431 

and  exposed  at  a  distance  of  5  cm.  for  10,  20,  30,  40,  50,  and  60-ininute 
intervals  respectively.  Two  cubic  centimeters  of  each  of  the  exposed 
solutions  and  2  cc.  of  the  unexposed  were  acidified  with  hydrochloric 
acid  to  the  extent  of  0.3  per  cent.  Mett's  tubes,  made  of  egg  white, 
were  introduced  into  the  solutions  and  the  preparations  were  placed  in 
a  thermostat  at  3S°C.  for  24  hours.  In  figure  2  under  "pepsin"  is  a 
photograph  of  the  tubes.  It  may  be  seen  that  the  peptic  activity  was 
decreased  by  the  exposure  and  that  the  rate  of  this  decrease  was  pro- 
portional to  the  length  of  time  of  exposure. 

ErUerokinase.  The  mucosa  of  intestines  of  dogs  as  well  as  of  cattle 
was  gently  scraped  with  the  handle  of  a  scalpel.  This  scraping  was 
extracted  with  0.9  per  cent  sodium  chloride,  centrifugalized  and  filtered 
until  clear.  Portions  of  5  cc.  each  of  the  clear  filtrate  were  introduced 
into  the  glass  vessel  and  exposed  to  the  radiation  at  a  distance  of  5  cm. 
for  2,  4,  and  6-miniite  periods.  Four  drops  of  the  unexposed  entero- 
kinase  were  introduced  into  a  tube  containing  2  cc.  of  trypsinc^n. 
Similarly  4  drops  of  the  solutions  exposed  for  2,  4,  and  6  minute  periods 
were  introduced  into  tubes  containing  2  cc.  each  of  trypsinogen.  Mett's 
tubes  made  of  gelatin  were  introduced  into  the  solutions  and  allowed  to 
digest  at  room  temperature  for  24  hours.  In  figure  2  under  "entero- 
kinase"  is  a  photograph  of  the  tubes.  The  power  of  the  enterbkinase 
to  activate  trypsinogen  was  entirely  destroyed  after  6  minutes'  exposure 
to  the  radiation. 

PtycUin.  Fifty  cubic  centimeters  of  fresh  saliva  were  centrifugalized 
and  filtered  until  clear.  Portions  of  5  cc.  each  were  exposed  to  the 
radiation  at  a  distance  of  5  cm.  for  10,  20,  30,  40,  50  and  60  minute  in- 
tervals. Two  cubic  centimeters  of  the  unexposed  solution  were  added 
to  a  2  per  cent  starch  paste  at  38°C.  The  preparation  was  allowed  to 
rem^  in  the  water  bath  at  this  temperature  for  10  minutes.  The 
solution  was  then  boiled  and  the  amount  of  sugar  determined  by  Pavy's 
method.  The  amount  of  sugar  produced  by  the  action  of  2  cc.  of  each 
of  the  exposed  solutions  was  determined  in  a  similar  manner.  The  re- 
sults of  a  typical  experiment  may  be  seen  under  "ptyalin"  in  Table  II. 

Amylopsin.  Experiments  similar  to  those  made  upon  saUva  were 
carried  out  with  a  clear  solution  of  pancreatic  juice  collected  from  a 
dog.  Iq  Table  II  under  "amylopsin"  are  given  the  results  of  a  typical 
experiment. 

It  may  be  seen  that  the  activity  of  ptyalin  and  of  amylopsin  is  de- 
creased by  exposure  to  ultra-violet  radiation  and  that  the  rate  of  this 
decrease  is  about  20  per  cent  per  S-minute  interval  of  exposure  for  the 
ptyalin  and  per  10-minute  interval  of  exposure  for  the  amylopsin. 
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TABLE  II 

The  deatrvclion  of  plyalin 

and  amyloptin  by  vltra-violet  radiation 
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In  ail  the  experiments  reported  in  ttis  paper  the  substances  were 
exposed  in  a  glass  vessel  covered  with  a  quartz  plate.  The  Bubstancea 
were  also  exposed  in  the  same  vessel  and  under  the  same  conditions  ex- 
cept the  veBsel  was  covered  with  a  clear  glass  plate  5  mm.  thick  instead 
of  the  quartz  plate.  When  this  was  done  none  of  the  Bubstancee  were 
affected  after  many  hours  exposure.  It  had  been  determined  that  the 
glass  cover  used  did  not  transmit  wave  lengths  shorter  than  313  nix 
hence  these  shorter  wave  lengths  destroyed  the  substances  exposed. 
It  had  also  been  determined  that  only  wave  lengths  302  t^n  and  297  ft/i 
in  the  spectrum  of  the  quartz  mercury-vapor  burner  used  were  effec- 
tive in  coagulating  protein.  It  is  reasonable  to  assume  that  these  wave 
lengths  caused  the  destruction  of  the- substance  exposed. 

CONCLnSlONB 

Hormones,  proenzymes,  and  enzymes  are  destroyed  by  exposure  to 
ultra-violet  radiation.  The  rate  of  this  destruction  is  proportional  to 
the  amount  of  energy  apphed.  The  specific  wave  lengths  causing  the 
destruction  are  302  p/i  and  297  fift.  The  cholagogic  activity  of  bile  is 
not  affected  by  exposure  to  ultra-violet  radiation. 
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The  Btiinulatioti  of  the  pbremc  nerve  by  the  action  current  of  the 
heart  has  been  seen  by  a  number  of  investigators.  Stewart  and  I  ob- 
served some  years  ago  that  it  was  not  necessary  to  open  the  chest 
cavity  or  to  disturb  the  heart  in  any  way  in  order  to  eUcit  contractions 
of  the  diaphragm  at  each  beat  of  the  heart  (1).  The  interpretation 
placed  upon  our  experiments  at  that  time  was  that  the  change  in  ex- 
citability of  the  phrenic  nerve  due  to  changes  in  its  blood  supply,  was 
the  important  element  in  the  onset  of  its  excitation  by  the  action  cur> 
rent  of  the  heart.    Our  reasons  for  this  view  were: 

1.  That  without  any  change  in  blood  pressure  or  the  relative  posi- 
tions of  the  heart  and  the  phrenic  nerves,  the  phenomena  of  excitation 
would  appear. 

2.  In  all  experiments  in  which  the  phrenic  nerve  becajne  excitable  to 
the  action  current  of  the  heart  the  blood  supply  of  the  upper  portion 
of  tiie  phrenic  nerve  was  cut  off  by  ligation  of  the  internal  mammary 
artery  at  its  source.  The  excitation  of  the  nerve  was  manifested  only 
some  minutes  after  the  artery  was  Ugated.  If  the  artery  was  occluded 
for  a  still  longer  time,  the  nerve  again  became  inexcitable  to  the  action 
current  of  the  heart. 

3.  If  the  nerve  had  ceased  to  respond  during  the  time  the  artery  was 
occluded,  it  would  again  become  excitable  some  time  after  the  ligature 
was  removed  from  the  artery  and  the  circulation  to  the  nerve  restored. 
The  excitation  would  persist  for  a  time  and  again  cease  as  the  nerve 
presumably  more  nearly  approached  its  normal  state,  due  to  the  access 
of  oxygenated  blood  to  it. 

To  these  considerations  we  might  add  that  in  all  of  the  cardiac  con- 
ditions in  which,  as  revealed  by  the  electrocardiogram,  there  is  any 
interference  with  the  normal  conducting  mechanism  of  the  heart  or 
any  disturbance  of  its  electrical  relations,  excitation  of  the  phrenic 
433 
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nerve  by  the  action  current  of  the  heart  bo  far  as  my  knowlet^  goes, 
has  not  been  observed.  In  pericarditis  with  effusion,  the  short  circuit 
for  the  action  current  of  the  heart  is  probably  somewhat  affected,  the 
increased  fluid  perhaps  providing  a  better  return  than  usual.  In  some 
of  the  clinical  conditions  of  the  heart  which  have  been  investigated  a 
worse  short  circuit  for  its  action  current,  as  Langendorff  (2)  suggested 
might  be  expected  occasionally  to  occur.  If  this  occurrence  of  a  worse 
short  circuit  is  the  reason  for  the  appearance  of  the  excitation  of  the 
phrenic  nerve  by  the  action  current  of  the  heart,  we  would  expect  the 
twitching  of  the  diaphragm  to  occur  at  times  in  clinical  eases.  It  does 
not  appear,  therefore,  that  the  change  in  the  heart  itself  is  the  real 
condition,  or,  at  least,  the  most  important  condition  for  the  excitation 
of  the  phrenic  by  the  action  current  of  the  heart. 

The  threshold  value  of  stimulation  of  the  phrenic  nerve  under  ordi- 
nary normal  conditions  must  be  considerably  above  the  ordinary  ef- 
fectiveness of  the  heart's  action  current,  for  twitching  of  the  diaphragm 
is  not  observed  in  any  cases  of  hypertrophy  or  in  any  other  condition 
of  the  heart  in  which  the  magnitude  of  the  action  current  is  greater 
than  normal. 

I  am,  therefore,  still  of  the  opinion  that  the  important  element  in  the 
excitation  of  the  phrenic  nerve  by  the  action  current  of  the  heart  is 
the  change  in  the  excitabihty  of  the  nerve  itself.  It  seems  probable 
that  the  accumulation  of  carbon  dioxide  may  play  the  same  r61e  in  in- 
creasing the  excitabihty  of  the  phrenic  nerve  that  it  does  in  the  treppe 
of  skeletal  muscles  (3).  The  inexcitability  of  the  phrenic  under  all  or- 
dinary, and  many  extraordinary,  conditions  to  the  action  current  of  the 
heart  is  a  phenomenon  so  familiar  as  to  escape  comment.  But  one  has 
only  to  reflect  upon  what  life  would  be  like  if  there  were  constantly 
present  in  the  speech  or  song  of  all  of  us,  abrupt,  jerky  tremors  similar 
to  those  appearing  in  hiccough,  to  imagine  some  reason  why  the  nerve 
is  ordinarily  inexcitable  to  the  action  current  of  the  heart. 

The  new  observation  which  is  recorded  here  brings  out,  in  what  is  to 
me  a  most  instructive  way,  the  difference  in  the  speed  of  conduction 
of  impulses  in  nerve  tissue  and  in  the  heart  itself.  The  diaphragm  couid 
be  seen  to  contract  before  the  ventricular  systole  became  apparent  to 
the  eye.  Perhaps  other  workers  may  be  led  to  look  for  and  record 
similar  conditions. 

January  19,  1916.  A  cat  was  used  for  a  blood  pressure  experiment, 
but  no  drugs,  aside  from  the  ether  for  anaesthesia,  were  used.    At  the 
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close  of  the  experiment,  the  trachea  was  clampeid  until  the  respiration 
stopped  and  the  blood  pressure  fell  very  low.  The  respiration  and 
heart  beat  did  not  start  up  again  when  artificial  respiration  alone  was 
used,  and  the  thorax  was  then  opened.  The  heart  was  started  by  di- 
rect massage,  after  removal  of  the  pericardial  sac  and  clampii^  the 
thoracic  aorta  just  above  the  diaphragm.  The  heart  soon  started  un- 
der artificial  respiration  and  direct  massage,  and  the  beat  became  strong 
and  regular.  The  artificial  respiration  was  then  intermitted  and  the 
heart  allowed  to  beat  as  long  as  it  would.  As  the  ventricular  beats 
became  slower,  the  auricular  beats  continuing  at  a  greater  rate  than 
the  ventricular,  the  left  side  of  the  diaphragm  began  to  twitch  at  each 
beat  of  the  ventricle.  The  heart  was  lying  against  the  left  phrenic 
nerve  about  2  cm.  above  the  diaphragm.  The  auricular  beats  were 
not  sufficient  to  cause  the  twitchii^  of  the  diaphragm,  but  only  the 
ventricular  beats.  The  diaphragm  did  not  twitch  on  both  sides,  but 
only  on  the  left.  Nor  did  it  twitch  when  the  apex  of  the  heart  was 
moved  over  to  the  right  side  of  the  chest  cavity,  where  it  did  not  come 
in  contact  with  the  left  phrenic  nerve.  The  spontaneous  beat  of  the 
ventricle  was  sufficient  to  excite  the  phrenic  nerve,  but  the  beat  caused 
by  touching  the  right  ventricle  with  the  point  of  a  knife  would  not 
bring  about  any  contraction  of  the  left  side  of  the  diaphragm.  The 
diaphragm  could  be  seen  to  twitch  strongly  just  before  the  systole  of 
the  ventricles  became  apparent  to  the  eye.  The  interval  was  a  frac- 
tion of  a  second,  but  long  enough  to  admit  of  no  doubt.  The  ventric- 
ular beats  began  to  come  in  groups  (Luciani's  groups)  toward  the  end, 
and  the  diaphragm  showed  a  rhythm  synchronous  with  that  of  the  ven- 
tricles. 

The  tentative  interpretation,  for  part  of  which  I  am  indebted  to 
Dr.  H.  B.  Williams,  is  that  the  action  current  of  the  ventricles  stimu- 
lated the  left  phrenic  nerve.  Owing  to  the  fact  that  the  action  current 
precedes  the  sound  of  the  heart  due  to  the  contraction  of  the  ventricles 
one  may  suppose  that  the  nerve  was  stimulated  somewhat  before  the 
ventricular  systole  became  apparent.  The  diaphragm  reacts  more 
quickly  than  the  ventricular  muscle,  and  the  2  cm.  or  so  of  phrenic 
nerve  conducted  the  stimulus  to  the  muscle  more  rapidly  than  the 
conducting  substance  in  the  slowly  beating  heart  conducted  the  impulse 
to  the  ventricular  muscle.  The  striking  thing  about  the  matter  was 
the  fact  that  the  left  side  of  the  diaphragm  twitched  before  the  systole 
of  the  ventricles  became  apparent  to  the  eye.     The  clamping  of  the 
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thoracic  aorta,  resulting  in  shutting  ofiF  most  of  the  blood  supply  of 
the  lower  part  of  the  phrenic  nerve,  may  have  had  something  to  do 
with  its  increased  irritability. 
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While  the  existence  of  vasomotor  fibers  to  the  kidneys  needs  no  fur- 
ther confirmation,  it  seems  desirable  to  ascertain  whether  the  innerva- 
tion of  these  organs  is  crossed  or  unilateral  in  character.  By  a  series  of 
quantitative  measurements  of  the  bloodflow  through  the  left  and  right 
renal  veins  it  has  been  established  (1)  that  it  is  possible  to  markedly 
diminish  the  vascularity  of  the  kidneys  by  the  stimulation  of  the  cor- 
responding greater  splanchnic  nerve,  as  well  as  by  the  excitation  of 
the  plexus  renaUs  and  its  single  constituents.  By  the  same  method  it 
has  been  found  that  the  vagi  nerves  do  not  possess  a  vasomotor  action 
upon  the  kidneys  and  that  the  renal  plexus,  in  conjunction  with  the 
suprarenal  plexus  and  the  vagal  terminals,  forms  the  afferent  path  by 
means  of  which  impulses  gain  the  central  nervous  system. 

Quite  different  results  were  obtained  if  the  greater  splanchnic  nerve 
of  the  opposite  side  was  subjected  to  the  stimulation.  At  no  time  went 
we  then  able  to  incite  such  quick  and  powerful  constrictor  reactions  aa 
we  had  been  able  to  get  with  the  help  of  the  preganglionic  path  of  the 
same  side.  Thus,  the  stimulation  of  the  right  nerve  usually  led  to  a 
reduction  in  the  vascularity  of  the  left  organ  which  set  in  only  after  a 
considerable  latent  period,  was  very  variable  in  its  amplitude  and  fre- 
quently disappeared  long  before  the  end  of  the  excitation.  Practically 
the  same  kind  of  differences  were  noted  when  the  bloodflow  through 
the  right  kidney  waa  measured  during  the  stimulation  of  the  left  nerve. 
It  was  also  observed  that  these  peculiar  reductions  in  the  renal  blood- 
supply  were  generally  ushered  in  by  rather  brief  augmentations  in  the 
flow.  As  the  latter  developed  in  strict  accordance  with  the  rise  in  the 
systemic  blood  pressure,  they  were  attributed  to  the  general  vascular 
conditions  and  not  to  a  local  dilator  action.  All  these  changes,  but 
especially  the  initial  augmentor  phenomenon,  led  me  to  believe  that  the 
direct  vasomotor  influence  of  the  spUmchnic  nerve  is  restricted  to  the 
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organ  of  the  GorreepoDding  side,  and  that  therefore  the  innervatioD  of 
the  kidneys  is  unilateral  in  its  character. 

But  while  I  clearly  recognized  at  that  time  the  different  changes 
which  occur  under  the  experimental  conditions  just  described,  and 
while  the  conclusions  drawn  from  them  need  no  correction,  I  was  much 
puzzled  to  find  an  explanation  for  the  peculiar  behavior  of  the  kidney 
situated  on  the  side  opposite  to  the  stimulation.  In  the  last  few  years, 
however,  certain  data  have  been  gathered  regarding  the  function  of 
the  adrenal  glands  which,  had  they  been  obtained  at  a  somewhat  earher 
date,  would  have  greatly  aided  me  in  explaining  my  results.  For  this 
reason  the  plethysmographic  experiments  upon  the  kidneys  dealt  with 
in  the  succeeding  pages,  are  intended  to  substantiate  my  earlier  data 
and  secondly,  to  bring  them  into  relation  with  the  more  recent  work 
upon  the  secretary  activity  of  the  suprarenal  bodies. 

Johansson  (2)  called  attention  to  the  fact  that  the  elevation  in  the 
general  blood  pressure  occasioned  by  stimulation  of  the  splanchnic 
nerve,  is  not  a  simple  rise  and  fall,  but  presents  two  summits.  Bay- 
liss  (3),  moreover,  observed  that  the  blood  vessels  of  peripheral  parts 
do  not  behave  passively  towards  the  changes  in  general  blood  pressure 
occasioned  by  the  stimulation  of  the  aforesaid  nerve,  but  frequently 
display  an  independent  constrictor  action.  Lehndorff  (4)  then  offered 
^e  explanation  that  the  first  increase  is  caused  by  the  constriction  of 
the  blood  vessels  innervated  by  the  splanchnic  nerve  and  the  subse- 
Quent  transfer  of  this  mass  of  blood  into  the  systemic  circulatory  chan- 
nels. The  second  elevation  he  believed  to  be  due  partly  to  a  greater 
force  and  frequency  of  the  heart,  and  partly  to  a  constriction  of  certain 
peripheral  blood  vessels.  By  extirpating  the  suprarenal  bodies  Elliott 
(5)  succeeded  in  demonstrating  that  the  second  rise  is  dependent  upon 
the  outpouring  of  adrenalin  into  the  circulation,  the  splanchnicus,  as 
has  been  demonstrated  by  Asher  (6),  being  the  secretory  nerve  of  this 
gland.  The  more  recent  experiments  of  von  Anrep  (7)  have  proved  this 
conclusion  to  be  correct,  and  have  shown  moreover  that  the  stimula- 
tion of  this  nerve  is  also  capable  of  inciting  a  constrictor  reaction  in  the 
denervated  kidney  and  hind-limb  in  an  indirect  manner  by  forcing  a 
certain  quantity  of  adrenaUn  into  the  circulation  which  finally  enters 
the  blood  vessels  of  the  passive  organs. 

The  present  experiments  were  performed  upon  dogs  in  ether  narcosis. 
Both  kidneys  were  enclosed  in  oncometers  which  were  connected  with 
recording  pistons.  The  general  blood  pressure  was  registered  by  a 
mercury  manometer  which  communicated  with  the  left  femoral  artery. 
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Both  thoracic  sympathetic  nerves  were  placed  in  shielded  electrodes  at 
a  point  directly  above  their  division  into  the  splanchnicus  major  and 
sympatheticus  abdominalis.  The  intact  nerves,  as  well  as  the  distal 
ends  of  the  divided  nerves  were  employed.  Naturally,  this  procedure 
necessitated  the  piercing  of  the  diaphragm  in  the  region  of  .the  crura 
and  artificial  respiration.  The  stimulations  were  indicated  by  a  signal, 
while  the  time  was  registered  in  seconds  by  a  Jaquet  chronograph. 
All  writing  levers  were  adjusted  in  the  same  ordinate  at  the  beginning 
of  the  experiment.  In  order  to  avoid  possible  conflicts,  the  zero-line 
of  the  blood  pressure  has  not  been  recorded  upon  the  paper. 

The  precedure  followed  in  one  series  of  experiments  consisted  in  stim- 
ulating the  right  or  left  nerve  at  intervals  with  a  ciurent  of  moderate 
strength  and  duration,  the  endeavor  being  to  obtain  at  least  some 
reactions,  which  permitted  of  a  comparison  with  others  of  the  same 
amplitude.  In  another  series  of  tests  both  nerves  were  stimulated 
simultaneously  with  currents  of  practically  the  same  strength  and  dura- 
tion, the  individual  reactions  being  incited  at  relatively  long  intervals 
80  as  not  to  exhaust  the  secretory  power  of  the  adrenals. 

The  accompanying  figure  1  is  Intended  to  illustrate  the  changes  in 
the  volume  of  the  kidneys  foUowing  the  stimulation  of  the  left  splanch- 
nic nerve.  The  general  blood  pressure  represented  by  the  uppermost 
record,  presents  an  elevation  which  is  composed  of  two  rises.  The  ini- 
tial increase  (to  c)  begins  after  a  very  brief  latent  period  and  gives  way 
about  15  seconds  later  to  a  rise  of  still  greater  ampfitude  (after  c). 
As  has  been  stated  previously,  the  first  elevation  is  attributable  to  the 
vaso-conatriction  occurring  in  the  different  organs  innervated  by  the 
aforesaid  nerve,  and  the  second,  to  a  much  more  general  constriction 
of  the  blood  vessels  caused  by  the  discharge  of  adrenalin  into  the  cir- 
culation. While  the  first  effect  appeared  within  a  second  or  two  after 
the  onset  of  the  stimulation,  the  subsequent  elevation  developed  only 
after  a  well  marked  latent  period,  the  average  duration  of  which 
amounted  to  12.8  seconds.  Values  between  10.4  and  16.2  seconds  have 
been  obtained,  the  time  being  practically  the  same  for  the  two  glands. 

It  is  possible,  however,  to  account  for  these  variations  without  much 
trouble,  because  the  circulation-time  in  different  animals  shows  cer- 
tain normal  differences,  and  because  the  dynamical -conditions  con- 
stantly tend  to  become  less  favorable  if  the  experiment  is  continued  for 
a  long  period  of  time.  For  the  same  reason,  tbe  rapidity  with  which 
the  adrenalin  is  discharged  diminishes  somewhat  in  the  course  of  an 
experiment  of  this  kind,  and  especially  if  the  intervals  between  the 
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Pig>  1.  Stimnlatioii  of  the  left  Bplanchnic  nerve  (15  cm.,  23  seconds) 
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stimulations  are  not  sufficiently  long  to  permit  of  a  complete  readjust- 
ment of  the  secretory  power  of  these  glands.  Thus,,  it  may  happen 
that  the  second  summit  of  the  rise  in  the  general  blood  pressure  dis- 
appears entirely,  while  the  first  elevation,  although  of  lesser  amplitude, 
remains  clearly  in  evidence. 

By  injecting  minimal  doses  of  adrenalin  into  the  current  of  the  por- 
tal vein  in  the  vicinity  of  the  hilue  of  the  liver  {8)  I  have  found  the  cir- 
cutation-time  between  this  blood  vessel  and  the  systemic  arterioles  to 
be  14.1  seconds.  In  a.  similar  way  I  have  recently  detennined  the  time 
consumed  in  the  passage  of  adrenalin  from  the  renal  and  femoral  veins 
to  the  distal  arterial  channels.  In  the  former  case,  the  average  value 
obtained  was  13.8  seconds  and,  in  the  latter,  16.4  seconds,  these  figures 
agreeing  very  well  with  the  preceding  value  of  12.8  seconds  for  the  cir- 
culation-time between  the  suprarenal  veins  and  the  arterial  system. 

The  difference  in'  time  between  the  femoral  vein,  on  the  one  hand, 
and  the  renal  and  suprarenal  veins,  on  the  other,  amounts  to  about  2.6 
seconds.  -  In  a  dog  weighing  about  12.0  kg.,  the  distance  between  the 
more  peripheral  blood  vessel  and  the  orifice  of  the  renal  vein  measures 
approximately  17  cm.  K  now  these  two  values  are  brought  into  rela- 
tion with  one  another,  it  becomes  evident  that  the  blood  progresses 
through  the  lower  portion  of  the  inferior  vena  cava  and  its  iliac  tribu- 
taries at  the  rate  of  about  65  mm.  in  a  second. 

In  the  curve  represented  by  figure  1,  the  plethysmographic  tracings 
of  the  kidneys  are  arranged  I  elow  that  of  the  blood  pressure  (B  P), 
the  one  of  the  left  oi^n  (L  K)  being  placed  above  that  of  the  right 
(R  K).  The  period  of  stimulation  is  indicated  by  the  letters  A  and  B. 
It  is  evident  that  the  two  records  pursue  at  first  a  course  in  opposite 
directions  to  one  another,  the  left  kidney  showing  a  decrease  in  its  vol- 
ume and  the  right  organ  an  increase.  Moreover,  as  these  changes  ap- 
pear abnost  synchronously  with  the  stimulation,  they  must  be  regarded 
as  the  direct  results  of  the  activity  of  the  left  splanchnic  nerve.  We 
know  that  this  nerve  exerts  a  vasoconstrictor  influence  upon  the  left 
kidney,  and  hence,  it  may  justly  be  concluded  that  the  fall  in  the  on- 
cometer record  is  attributable  to  a  decrease  in  the  vascularity  of  this 
organ. 

The  initial  rise  in  the  tracing  of  the  right  kidney  shows  first  of  all  that 
tlie  left  splanchnic  n«ve  possesses  no  direct  vasomotor  influence  upon 
this  organ,  because  under  ordinary  conditions  of  experimentation  thia 
nerve  exhibits  a  constrictor  tendency,  and  because  it  can  readily  be 
proved  that  this  elevation  has  not  been  caused  by  vasodilator  changes. 
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Tliiis,  the  deduction  may  justly  be  made  that  the  right  Idduey  remains 
passive  at  first,  its  increased  volume  being  occasioned  by  the  greato- 
arterial  influx  resulting  in  the  course  of  the  rise  in  the  systemic  blood 
.|H«8Sure.  That  this  explanation  is  correct  may  readily  be  gathered 
from  a  study  of  the  general  character  of  the  curve.  AVhile  the  rise 
develops  very  shortly  after  the  onset  of  the  stimulation, a  longer  latent 
period  cannot  rightly  be  expected  in  this  ease,  because  the  general  blood 
pressure  has  be^i  registered  in  these  ffitperiments  in  the  femoral  artery, 
i.e.,  very  close  to  the  seat  of  the  primary  vasoconstriction.  ■  The  re- 
maining extent  of  the  curve,  however,  exhibits  a  perfect  parallelism 
with  the  height  of  the  blood  pressure. 

About  fifteen  seconds  after  the  beginning  of  the  stimulation,  the  on- 
cometer tracing  of  the  right  kidney  exhibits  a  sudden  decline  which,  in 
some  cases,  merely  attains  the  level  of  the  record  previous  to  the  stimu- 
lation and,  in  others,  reaches  much  below  this  line.  The  left  kidney 
retains  ita  small  volume  during  this  period,  or  if  a  relaxation  of  its  blood 
vessete  has  already  set  in,  a  secondary  decline  may  result.  As  this 
belated  decrease  in  the  volume  of  the  kidneys  occurs  synchronously 
with  the  second  elevation  in  the  curve  of  the  systemic  blood  pressure, 
it  must  be  ascribed  to  the  action  of  the  adrenalin  which  has  been  Hl>- 
erated  by  the  left  adrenal  body  in  consequence  of  the  excitation  of  its 
secretory  nerve.  Obviously,  the  severity  ofthis  indirect  vasoconstrie- 
tion  of  the  renal  blood  vessels  must  be  in  complete  agreement  with  the 
secretory  activity  of  the  gland.  Late  in  the  course  of  an  experiment 
of  this  kind,  and  especially  if  the  stimulations  have  been  repeated  too 
frequently,  the  decreate  in  the  volume  of  the  right  organ  becomes  less 
abrupt  and  may  eventually  disappear  altogether.  It  need  scarcely  be 
mentioned  that  the  second  summit  may  also  be  destroyed  at  any  time 
by  temporarily  obstructing  the  suprarenal  vein.  The  voliune  carve 
of  the  right  kidney  pursues  under  this  condition  a  course  parallel  to 
the  record  of  the  systemic  blood  pressure. 

In  figure  2  the  changes  are  depicted  which  result  in  consequence  of 
the  excitation  of  the  right  splanchnic  nerve.  We  observe  first  of  all 
'  the  almost  instantaneous  decrease  in  the  volume  of  the  right  kidney 
occasioned  by  the  direct  vasoconstrictor  action  of  this  nerve,  and  sec- 
ondly, the  initial  increase  in  the  volume  of  the  left  kidney  which,  how- 
ever, is  soon  followed  by  a  diminution.  lo  this  case,  naturally,  the  right 
suprarenal  gland  is  responsible  for  the  outpour  of  adrenalin.  It  is 
again  to  be  noted  that  the  right  splanchnic  nerve  does  not  exercise  a 
direct  control  over  the  state  of  the  vasomotor  mechanism  of  the  left 
kidney. 
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Fig.  2.  Stimulation  of  the  right  splancliDic  n 
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Fig.  3.  Stimulation  of  both  splanchnic  nerves  (13  cm.,  25  seconds) 
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Figure  3  is  intended  to  serve  as  an  example  of  those  reactions  which 
were  obtained  by  the  simultaneous  stimulation  of  the  left  and  right 
splanchnic  nerves.  The  oncometric  tracings  now  show  almost  im- 
mediate decreases  in  accordance  with  the  bilateral  constriction  of  the 
renal  blood  vessels.  In  these  cases  the  subsequent  discharge  by  the 
two  adrenal  bodies  generally  failed  to  augment  the  primary  effect  in  a 
very  noticeable  manner,  but  it  is  possible  to  render  the  secondary  re- 
action more  conspicuous  by  lessening  the  amplitude  of  the  primary. 
This  end  can  readily  be  attained  by  decreasing  the  duration  and  strength 
of  the  stimulation;  in  fact,  it  is  possible  to  adjust  the  latter  in  such  a 
manner  that  perfectly  parallel  curves  may  be  obtained  from  the  two 
kidneys. 

These  experiments,  therefore,  uphold  my  previous  contention  that 
the  innervation  of  the  kidneys  is  unilateral  and  enable  me  moreover  to 
explain  the  peculiar  changes  in  the  blood  supply  of  these  organs  which 
I  obtained  on  contralateral  stimulation  of  the  splanchnic  nerves.  The 
initial  increase  in  the  flow  I  have  attributed  correctly  to  the  rise  in  the 
general  blood  pressure,  because  as  the  kidney  on  the  opposite  side  is 
not  directly  affected  by  the  stimulation,  its  vascularity  must  be  sub- 
ject to  the  changes  in  the  arterial  driving  force.  The  subsequent  de- 
crease in  the  blood  supply  for  which  at  that  time  I  could  offerno  expla- 
nation, now  finds  its  true  solution  in  the  secondary  constriction  of  the 
teaai  blood  vessels  by  the  adrenalin. 
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1.  INTRODIICTION 

The  diaphrf^m,  because  of  its  unique  position  in  the  mfttnmnliftn 
body,  its  unique  stnicture,  and  its  imique  action,  has  always  been  an 
object  of  interest.  Halier  (I),  writing  in  1733  Ms  "De  musculis  dia- 
phragmatis  dissertatio  anatomica,"  mentions  some  fifty  writers,  b^jn- 
ning  with  Plato  and  Aristotle,  who  had  set  forth  their  views,  as  the 
result  of  speculation,  or  observation,  or  experimentation,  concerning  ibe 
action  and  use  of  this  peculiar  muscle.  To  Fabridus  (2)  has  been 
ascribed  the  first  recognition — in  J603 — of  the  true  action  of  the  dia- 
phragm in  respiration,  but  Halier,  with  his  clear-s^hted  vision,  con- 
tributed materially  to  an  understanding  of  its  function,  and  since  Hal- 
ler's  time  the  literature  concerning  it  has  been  considerable.  But  with 
446 
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all  that*  has  been  aaid  upon  its  grosfi  aoatomy  and  its  specific  physiology 
one  searches  almost  in  vain  for  enlightenment  regarding  its  histological 
structure,  its  chemistiy,  and  the  general  physiological  properties  of  ita 
muscular  tissue.  It  seems  strange,  indeed,  that  more  thought  has  not 
been  given  to  its  general  physiology,  for  this  topic,  even  on  slight  con- 
sideration, appears  promiaiiig.  In  importance  to  the  individual  the 
diaphragm  ranks  highest  of  all  skeletal  muscles:  although  its  bilateral 
paraljnds,  whether  from,  trauma  or  disease  of  the  nervous  sjrstem,  is 
not  rare,  the  continuance  of  life  in  sudi  a  condition  is  difficult,  if  not 
impossible.  Moreover,  while  most  skeletal  muscles  in  the  hving  body 
contract  with  varying  decrees  of  intmisity  and  at  irregular  intervals 
between  which  occur  long  periods  of  rest,  the  diaphragm  from  the  time 
of  birth  to  that  of  death  performs  day  and  night  a  continual  succession 
of  brief  contractions  of  a  fairly  r^ular  rhythm  and  fairly  uniform  in 
extent,  alternating  with  brief  intervals  of  rest.  Thus  this  muscle,  to- 
geth^  with  other  reepiratory  musdes,  holds  a  unique  poation  among 
skeletal  muscles  and  suggests  a  crude  analogy  with  the  heart.  Like 
the  heart  too,  the  diaphragm  performs  during  the  lifetime  of  the  indi- 
vidual an  incredibly  huge  amount  of  work,  probably  more  than  any 
other  skeletal  muscle. 

In  view  of  these  facta  it  might  be  expected  that  a  careful  study  of 
this  important  muscle  would  reveal  physical  and  chemical  peculiarities 
which  would  distinguish  it  from  other  muscles.  Such  a  study  was 
planned  by  the  senior  author  several  years  ago,  and  ance  then  work 
upon  it  has  been  carried  on  from  time  to  time,  as  opportunity  has  per- 
mitted. The  results  of  the  physical  portion  of  the  research,  as  here 
presented,  justify  the  predictions,  for  it  is  shown  that  the  diafduagm 
does  possess  distinctive  general  phyeiolo^cal  properties. 

Preliminary  experiments  were  made  with  the  diaphragms  of  the  cat, 
the  rabbit  and  the  guinea  pig,  but  that  of  the  cat  proved  most  satis- 
factory and  was  chosen  for  detailed  study.  Its  behavior  under  the 
various  experimental  conditions  has  been  contrasted  with  that  of  cer- 
tain muBclea  of  the  leg,  such  as  the  extenaor  longus  digitorum,  the  sar- 
torius,  and  the  aoleus,  and  at  times  the  muscular  tissue  of  the  heart. 
The  extensor  and  the  sartorius  were  chosen  as  typical  pale  muscles,  the 
soleua  as  the  type  of  red  muscles.  The  diaphragm  appeaa^  intermediate 
between  these  two  in  color.  We  shall  see  that  in  physiological  prop- 
erties color  is  a  feature  of  limited  significance. 

We  have  used  for  our  experiments  only  a  certain  part  of  the  dia- 
phragm, namely,  a  strip  extending  along  both  sides  of  its  anterior 
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median  line  from  the  bone  and  cartilage  of  the  ensifonn  procees  to  the 
central  tendon.  Thia  is  'the  strip  which  in  the  rabbit  is-unuBually  well 
isolated  and  has  been  widely  used  in  recording  the  conl^actioQS  of  the 
muscle  in  respiration.  In  the  cat  it  is  not  so  much  separated  from  the 
rest  of  the  muscle,  but  by  observing  the  direction  of  its  fibers  one  can 
readily  cut  it  out  with  a  TninimiiTn  of  injury,  its  average  dimenmona 
are  50  nun.  in  length,  and  from  10  to  20  mm.  in  breadth.  It  appears  to 
consist  of  long  parallel  fibers.  That  the  fibers  are,  in  fact,  long  and 
extend  practically  from  one  end  of  the  strip  to  the  other,  is  indicated 
by  the  results  of  stimulating  the  muscle  electrically  in  a  manner  sug- 
gested by  KUhne's  unipolar  method.  The  secondary  coil  of  an  induo- 
toriimi  is  provided  with  two  electrodes:  one  formed  by  a  metal  plate, 
on  which  lies  a  curarized  strip  of  the  diaphragm,  and  the  other  consist- 
ing of  a  fine  needle  which  is  carefully  brought  to  touch  the  muscle. 
With  the  interrupter  of  the  inductorium  in  vibration  and  with  an  elec- 
trical current  that  is  not  too  stroi^,  the  plate  serves  as  an  indifferent, 
the  needle  as  an  active,  electrode.  Under  such  circumstances  it  can 
be  seen  that  tlie  muscle  contracts  over  an  area  twenty  to  thirty  times 
as  long  as  it  is  broad.  Furthermore,  after  maceration  for  twenty-four 
hours  in  nitric  acid,  the  strip  can  be  torn  into  delicate  threads  running 
its  entire  length,  and  under  the  microscope  these  can  be  seen  to  conost 
of  a  dozen  or  more  long  muscle  fibers.  The  sartorius  of  the  cat  is  a 
large  muscle,  consistiiig  of  a  thick  lateral  and  a  thin  mesal  paler  portion. 
We  have  used  only  the  latter.  Its  fibers  are  very  long,  but  whether 
they  extend  actually  from  end  to  end  of  the  muscle,  we  cannot  s^r. 
In  the  extensor  longusdigitorum  and  the  soleus,  of  which  muscles  the 
whole  substance  has  been  used  for  study,  the  fibers  extend,  not  longi- 
tudinally, but  diagonally,  from  an  aponeurotic  extension  of  one  tendon 
to  a  similar  extension  of  the  other  in  the  case  of  the  extensor,  and  to 
the  long  tibial  insertion  in  that  of  the  soleus. 

No  one  appears  yet  to  have  made  an  exhaustive  study  of  the  histo- 
logical structure  of  the  diaphragm  and  its  histologiGal  relations  to  other 
muscles.  Schiefferdecker  (3),  using  human  and  canine  diaphragms, 
has  most  nearly  approached  this,  but  his  results,  while  intrindcally 
of  importance,  do  not  appear  to  be  specifically  related  to  our  phyno- 
l<^cal  facts.  In  both  man  and  dog  he  finds  scattered  large  muscle 
fibers  of  a  more  or  less  circular  cross-section,  surrounded  by  small 
Sbera  which  appear  in  section  polygonal  and  often  with  sharp  comers. 
He  argues  that  in  the  larger  fibers  the  protoplasm  is  under  a  bi^er 
tension,  although  he  does  not  know  their  specific  funotioD.    In  both  the 
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lai^  and  Bmall  fibers  of  the  human  diaphragm,  while  most  of  the  nuclei 
lie  just  mider  the  surface,  a  relatively  larger  number  than  is  usual  in 
other  muscles  lie  more  deeply;  in  the  dog's  diaphragm  almost  all  the 
nuclei  are  superficial.  We  have  examined  sections  of  the  several 
varieties  of  cat's  muscles  that  have  been  used  in  our  experiments.  No 
very  striking  differences  have  been  observed.  The  sections  of  the 
diaphragm  have  shown  conuderable  differences  in  the  size  of  cross- 
sections  of  individual  fibers,  but  no  grouping  of  large  round,  surrounded 
by  small  polygonal,  fibers.  The  cat's  fibers  resemble  the  dog's,  how- 
ever, in  the  almost  exclusively  superficial  location  of  the  nudei. 

2.    THE  RELATION   OF  OXTGBN 

Ehrhch  (4),  in  his  classic  work  on  the  oxygen  requirements  of  the 
organism,  found  that  after  the  injection  of  a  solution  of  indophenol 
white  certain  groups  of  muscles  including  the  diaphr^m,  besides  the 
heart,  the  brain,  and  the  kidney,  appeared  blue  owing  to  the  oxidation 
of  ihe  drug,  and  he  pointed  but  that  it  is  these  organs,  which  ue  of  the 
most  importance  to  the  organism,  "  die  vor  alien  anderen  am  wemgsten 
reductionskraftig,  d.l).  relativ  am  besten  mit  Sauerstoff  ges&ttigt  sind." 
Bonhoffer  (5),  using  a  method  that  had  been  employed  by  Bernstein 
(6)  and  even  before  him  by  Yeo  (7)  under  Kronecker's  direction,  found 
that  the  quickly  acting  pale  muscles  of  the  rabbit,  guinea  pig  and  rat 
reduced  oxyhaemoglobin  more  rapidly  than  the  slowly  acting  red 
muscles.  Enoblauoh  (8)  too,  employing  one  of  Ehrlich's  methods, 
observed  in  rabbits  after  death  in  tetanus  resulting  from  the  administr»- 
tion  of  ahzarin  blue  S,  which  reduces  to  alizarin  white,  that  the  red 
muscles,  such  as  the  soleus,  the  semitendinosus  and  the  masseter,  still 
remained  red,  while  the  p^e  muscles  were  blue — the  eiq>lanation  being 
found  in  the  fact  that  the  more  rapidly  fatiguing  pale  muscles  quickly 
lost  their  reducing  power,  which  the  resistant  red  muscles  still  retained. 
E«hns  (9)  found  that  after  injecting  into  mice  a  soluble  salt  of  para- 
phenylenediamine  the  diaphragm  oxidized  the  salt  and  hence  was 
stained  blackish  during  life,  while  all  other  muscles,  save  those  of  the 
eye  and  the  larynx  though  in  lesser  degree,  required  the  aid  of  the  at- 
mospheric oxygen  to  effect  the  oxidation.  Nothing  anali^ous  appeared 
in  the  rabbit,  guinea  pig,  and  rat;  nevertheless,  Rehns  concluded  that 
the  diaphragm  is  peculiar  among  muscles  in  possessing  a  superabun- 
dant supply  of  available  oygen.  llie  resulte  of  these  four  men  surest 
that  muscles  in  relation  to  oxygen  may  exhibit  two  differences:  They 
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may  differ  not  only  in  their  power  to  reduce  oxygen-containii^  chemical 
substfuices,  but  in  the  amount  of  oxygen  which  they  contain. 

We  have  studied  the  general  problem  in  the  four  cat's  muscles  by 
several  methods.  In  an  endeavor  to  discover  any  differences  in  reducing 
power  that  might  distinguish  the  muscles  we  injected  strong  solutions 
of  alizarin  blue  S  subcutaneously  into  ten  cats  and  after  kiUing  the 
animals  observed  the  degree  of  coloration  of  the  various  muscles.  While 
the  method  proved  not  altogether  satisfactory  and  decisive,  owing 
to  uncertainty  in  the  distribution  of  the  substance  throughout  the  body, 
it  afforded  some  evidence  that  the  diaphragm  possesses  the  greatest 
power  of  reduction  of  all  the  muscles.  We  next  turned  to  a  simpler 
method  in  iniro,  using  oxyhaemogiobin  as  the  indicator,  and  here  we 
obtained  very  striking  and  uniform  differences  in  reducing  power.  A 
solution  was  prepared  by  mixing  1  part  of  cat's  blood  with  99  parts  of 
distilled  water.  To  this  was  added  enough  sodium  chloride  to  bring 
the  mixture  to  an  0.8  per  cent  solution  of  the  salt,  and  7  cc.  of  this 
were  placed  in  each  of  four  Sat  bottles.  The  animal  was  killed  by  de- 
capitation and  the  four  muscles  were  quickly  dissected  out.  One 
gram  of  each  was  rubbed  up  in  0.7  grams  of  powdered  glass  and  placed 
at  once  in  the  blood  solution,  which  was  then  covered  by  a  layer  of 
ohve  oil  to  exclude  the  air.  (When  these  experiments  were  performed 
we  were  not  acquainted  with  Vernon's  work  on  the  solubility  of  air  in 
fats — Proc.  Roy.  Soc,  B,  1907,  Ixxix,  366.  We  have  no  reasons,  how- 
ever, to  beUeve  that  the  facts  which  he  presents  would  alter  our  general 
results.)  The  finely  pulverized  muscle  and  glass  settled  to  the  bottom, 
and  the  oxyhaem(^lobiQ  of  the  supernatant  solution  became  progres- 
sively reduced  from  below  upward.  The  specimens  were  observed 
with  the  direct  vision  spectroscope  at  frequent  intervals  and  the  time 
was  noted  at  which  in  each  the  spectrum  of  oxyhaemogiobin  gave  place 
to  that  of  reduced  haemoglobin.  In  order  to  insure  exactness  of 
measurement  observation  was  confined  to  the  layer  of  the  solution  that 
was  in  immediate  contact  with  the  muscles  and  the  width  of  which 
just  equalled  the  length  of  the  sht  in  the  spectroscope.  The  results 
of  the  thirteen  experiments  performed  are  given  in  table  1. 

The  reducing  power  of  the  four  muscles  is  seen  to  be  greatest  in 
the  diaphragm  and  to  descend  in  the  order:  diaphragm,  extensor, 
sartorius,  soleus;  the  average  time  required  for  the  last  being  more  than 
four  times  that  of  the  first  in  the  series. 

The  same  general  result  was  confirmed  by  means  of  extracts  of  the 
muscles  and  methylene  blue  in  experiments  which  were  conducted  as 
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followB:  The  four  muscles  were  removed  as  quickly  as  possible  after 
the  death  of  the  animal,  and  a  gram  and  a  half  of  each  was  weighed  out. 
£ach  of  theee  portions  was  ground  in  a  mortar  with  2  grams  of  glass 
powder  for  10  minutes.  The  four  preparations  were  placed  in  30  cc. 
of  distilled  water,  and  the  mixtiu*eB  were  thoroughly  stirred  and  al- 
lowed to  extract  for  one  hour  at  room  temperature.  At  the  end  of  .this 
time  they  were  centrifuged  for  at  least  15  minutes,  and  subsequently, 
if  a  deposit  had  appeared  on  the  surface,  the  supernatant  fluid  was 
filtered.    Five  cubic  centimeters  of  each  of  these  extracts  were  added 


Reducing  power  of  muscles, 


TABLE  1 

£  measured  by  Ihe  number  of  minulea  required  to  reduce 
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32 

34 

52 

139 

Percentage 

100 
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162 

434 

to  an  equal  quantity  of  a  weak  aqueous  solution  of  methylene  blue  in  a 
test  tube,  the  mixture  was  covered  with  paraffin  oil,  and  the  rate  of 
reduction  was  judged  by  the  disappearance  of  the  blue  color,  which 
began  at  the  bottom  and  progressed  upw^^.  Decoloration  of  m(«t  of 
the  solutions  was  complete  in  from  1  to  3  hours  with  most  of  the  muscles, 
but  with  the  extract  of  the  soleus  it  required  some  2  days.  In  addition 
to  the  teat  tubes  containing  the  extracts  of  the  four  muscles  there  were 
always  two  controls.  The  first  contained  a  sample  of  the  solution  of 
methylene  blue  but  no  muscle  extract;  it  underwent  no  chai^  of  color. 
The  second  control  contained  the  dye  and  the  usual  quantity  of  one  of 
the  muscle  extracts,  but  the  mixture  was  boiled  for  a  half  minute;,  its 
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color  became  slightly  lighter  immediately  upon  adding  the  extract 
asd  before  boiling,  but  thereafter  there  was  no  change.  Seven  obser- 
vations were  made  with  muscles  taken  from  6  cats.  The  order  in 
which  the  several  extracts  reduced  the  dye  is  given  in  table  2. 

It  is  here  seen  that,  as  with  oxybaem<^obin,  the  diaphragm  possesses 
the  greatest,  the  Boleus  the  least,  reducing  power;  the  two  pale  muscles 
hold  au  intermediate  position  with  the  sartorius  slightly  in  the  lead. 

The  mechanism  of  the  process  of  biological  reduction  is  not  yet 
agreed  upon.  Harris  and  Creighton  (10)  have  presented  data  which 
they  interpret  as  evidence  in  favor  of  the  existence  of  a  specific  reductase 
in  the  organs  of  the  RTiiirml  body.  If  we  accept  their  interpretation  we 
may  say  that  the  diaphragm  possesses  the  most  reductase,  the  soleus 


Reducing  power  of  nateelei,  at  meatured  by  the  order  in  which  exlraetao/ the  miuetee 
reduce  methylene  blue 
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the  least.  But,  whatever  the  mechanism,  the  facts  show  that  there 
exist  pronounced  and  constant  differences  in  reducing  power  in  different 
muscles  and  that,  of  all  the  muscles  studied,  the  cells  of  the  diaphragm 
possess  the  greatest  power  to  utilise  the  oxygen  of  their  environment. 
In  this  respect  the  diaphragm  is  a  superior  physiological  mechanism. 

In  an  endeavor  to  learn  whether  Rehna'  conclusion  as  to  the  existence 
of  a  reserve  supply  of  oxygen  in  the  diaphri^m  of  the  mouse  holds  good 
for  another  mammal,  we  have  made  fifteen  autopsies  on  cats,  after 
injecting  solutions  of  the  hydrochloride  of  paraphenylenediamine 
during  life  into  various  places— subcutaneously,  the  carotid  artery,  the 
external  jugular  and  femoral  veins,  the  thoracic  cavity,  the  abdominal 
cavity,  and  immediately  over  the  site  of  the  three  1^  muscles  that 
have  been  studied.     The  presence  of  available  oxygen  at  any  place 
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would  be  indicated  by  the  drug  there  becoming  dark  purple  or  blackish. 
No  injections  into  the  blood  vessels  resulted  in  staining  of  the  muscles 
or  other  tissues.  Injections  into  the  thorax  or  abdomen  stained  the 
muscles  at  the  point  of  injection  and  seemed  to  indicate  a  selective 
action  toward  thedrug  on  the  part  of  the  diaphragm,  but  the  results, 
were  not  clear  cut,  the  decision  was  left  doubtful,  and  the  method  wae 
abandoned.  A  few  observations  on  the  results  of  mixing  a  solution 
of  par aphenylenedi  amine  with  extracts  of  muscles,  prepared  in  the 
same  manner  as  in  the  above  experiments  with  methylene  blue,  were 
also  indecisive,  and  we  are,  therefore,  forced  to  leave  unsolved  this 
part  of  our  problem.  We  may,  however,  point  out  that  even  Rebus 
was  unable  to  confirm  in  the  rabbit,  guinea  pig  and  rat  his  findings  on 
the  mouse,  and  that  thus  his  generalization  as  to  the  diaphragm  in 


n  lekiek  exlraeti  of  mttttUs  plus  hydrogen  peroxide  oxidize 
paraphertyleTtediamine 
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Sol    Same  extract  a«  in  Exp.  4. 

Ext  S&r.  and  eol.  oxidited  simultaneously. 

comparison  with  other  mammalian  muscles  is  hardly  justified.  More* 
over,  the  blackening  of  the  muscle  with  paraphcnylenediamine  does 
not  make  it  necessary  even  in  the  mouse  to  assume  a  greater  actual 
reserve  supply  of  oxygen.  The  important  fact,  which  we  have  shown 
by  our  experiments  on  reduction,  is  the  greater  capability  of  the  tissue 
of  the  diaphragm  to  extract  oxygeu  from  its  immediate  environment. 
Our  experiments  also  make  it  probable  that  this  peculiarity  of  the 
tissue  is  dependent  on  the  existence  in  it  of  an  enzyme — it  may  be 
extracted  from  the  muscle  cells  by  water  and  it  may  be  destroyed  by.. 
heat.  Such  an  enzyme  might  be  a  reductase  or  an  oxidase — the 
existence  of  either  could  explain  the  observed  facts — or  it  might  be 
an  enzyme  with  reversible  power.  But  at  present  we  are  not  warranted , 
in  drawing  further  or  more  definite  conclusions. 

We  may,  however,  be  permitted  to  quote  here  a  few  observationa . 
that  we  have  made  which  may  possibly  bear  on  the  obscure  subject  of.. 


d  by  Google 


454      FREDE&IC  S.  LEG,  A.  E.  OITENTHEB  AND  HENRY  E.  MELENET 

peroxidases.  Four  or  five  cubic  centimeters  of  the  extract  of  each 
muscle  were  poured  into  a  test  tube  containing  an  equal  quantity  of  a 
saturated  solution  of  paraphenylenediamine.  Two  cubic  centimeters  of 
a  0.6  per  cent  solution  of  hydrogen  peroxide  were  added  in  order  to 
give  an  excess  of  oxygen  aa  a  peroxide,  and  the  tubes  were  observed 
for  a  darkening  of  the  solution.  At  the  end  of  2  or  3  hours  the  colors 
were  finally  compared  and  the  results  were  recorded.  The  depth  of 
color  indicated  the  degree  of  oxidation.  Six  observations  were  made 
with  the  muscles  of  5  animals,  and  the  results  are  given  in  table  3. 

As  with  reduction,  so  here  the  diaphragm  ranks  first,  the  soleus 
last,  with  the  extensor  and  sartorius  between,  the  latter  again  leading 
the  extensor. 

3.   THE   METHOD   OF  STIUULATION 

Our  experiments  in  which  stimulation  was  employed  have  been 
performed  on  excised  muscles.  The  animals  were  killed  by  decapi- 
tation, which  occurred  instantaneously  and  painlessly.  The  muscles 
were  then  carefully  removed,  suspended  in  moist  chambers  at  room 
temperature,  and  attached  to  tight  straw  levers  arranged  to  record 
the  contractions  isotonically.  This  procedure  required  usually  from 
5  to  15  minutes.  Thus  treated,  the  muscles  of  the  cat  remain  irritable 
and  in  excellent  experimental  condition  for  a  considerable  time.  We 
can  highly  recommend  such  preparations,  especially  the  diaphragm 
strips,  for  the  general  study  of  muscle  phenomena,  for  demonstration, 
and  for  students'  use;  in  various  features  they  are  superior  to  frogs' 
muscles.  The  stimuli  which  we  have  used  were  induction  currents, 
usually  single  break  shocks  from  a  Kriiger  inductorium  with  the  second- 
ary coil  placed  at  10  cm.  In  the  earliest  experiments  a  single  Grove 
cell  was  used  in  the  primary  circuit.  Later  this  cell  was  replaced  by  a 
small  Edison  storage  battery,  and  the  current  in  the  primary  circuit 
was  kept  uniformly  at  0.7  ampere.  The  stimuli  were  maximal  to 
all  cases,  except  where  otherwise  stated.  The  electrodes  were  attached 
to  the  two  ends  of  the  muscles.  In  many  of  our  experiments  two 
muscles  were  used  simultaneously  for  comparison;  at  such  times  they 
were  placed  in  series  in  the  secondary  circuit,  and  the  one  induction 
shock  stimulated  both.  The  weights  lifted  were,  in  most  of  our  experi- 
ments, alike  for  the  various  muscles,  the  weight  that  was  usually  at- 
tached to  the  lever  near  its  axis  being  100  grams,  which  was  equiva- 
lent to  10  grams  actually  lifted  by  the  muscle.  In  certain  experiments 
weights  proportional  to  the  cross-sections  of  the  muscles  were  employed, 
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the  calculations  being  made  according  to  the  method  of  Funaoka  (11), 


■■  Volume 


=  Average  cross-aection 


Weight  of  muscle 
Specific  gravity  (-1.04) 

Computed  in  this  way  from  13  specimenB  of  each  of  the  muscles  the 
average  cross-sectiona  in  square  centimeters  were  as  follows:  Dia- 
phragm, 0.188;  sartorius,  0.192;  extensor,  0.275,  soleus,  0.349.  It  was 
found  convenient  to  use  these  figures  as  standard  measurements  in 
some  of  our  calculations  to  be  presented  later. 


4.    THE   DEaREE  OF   IRRITABILITT 

The  relative  irritability  of  the  several  muscles  was  measured  by 
determinii^  the  threshold  of  stimulation  with  the  single  break  induction 
shock.     Only  a  single  muscle  from  each  animal  was  used  and  this  was 


Irrilabilily  of  excUed  muscles 
secondary  coil  milh  minima 


TABLE* 

!  measured  by  the  dislaTice  in  i7ii7{ime(«ri  of  the 
»timulu»  from  the  single  break  induction  shock 


,„.«».. 

..-««,.. 

„.P„..o. 

»«.. 

286 

393 

313 

258 

275 

358 

424 

258 

573 

481 

357 

477 

476 

205 

314 

271 

446 

425 

368 

336 

A  nte 

Percentage 

100 

95 

86 

78 

removed,  attached  to  the  recording  lever,  weighted  with  a  single  gram 
and  tested,  with  the  greatest  possible  speed,  so  as  to  insure  the  least 
possible  diminution  of  irritability.  The  avert^e  time  which  elapsed 
between  the  death  of  the  animal  and  the  determination  of  the  threshold 
was  7  minutes.  Five  experiments  were  performed  with  each  of  the 
four  varieties  of  muscle  and  the  results  are  given  in  table  4. 

Although  the  variations  in  irritability  of  each  variety  of  muscle  here 
shown  are  considerable,  the  average  differences  between  the  different 
varieties  are  probably  sufBcient  to  be  significant.  The  extensor  proved 
to  be  the  most  irritable  and  the  other  muscles  follow  in  the  order: 


d  by  Google 


456      FBEDBBIC  S.  LEE,  A.   E.  OUENTHER  AND  HENRY  E.  IIBLENET 

sartorius,  diaphragm,  aoleua.  Thus,  in  the  degree  of  irritability  to 
single  induction  shocks,  the  diaphragm  Hes  between  the  pale  muscles 
on  the  one  hand  and  the  red  muscle  on  the  other. 

5.    THE   SmGLE   CONTaACnON 

The  single  contractions  of  the  four  varieties  of  muscle  differ  in  certain 
physical  characteristics,  as  is  well  shown  in  figure  I.  The  diaphragm 
contracts  very  quickly  to  its  riiftirimum,  and  frequently  lifts  its  load 
to  a  greater  height  than  do  any  of  the  other  muscles.  The  peak  of  its 
curve  is  rather  sharp,  relaxation  beginning  promptly.  For  one  third 
or  one  half  of  its  course  relaxation  is  quick;  it  then  slows  markedly,  and 


Fig.  1.  Curves  of  the  single  contraction  of  four  excised  muscles  of  the  cat, 
Stimulated  by  maximal  break  shocka.  The  higheat  curve  ia  that  of  the  diaphragm, 
the  next  in  height  that  of  the  aartorius;  the  curve  of  the  extensor  longus  digi- 
torum  is  low  with  quick  contraction  and  relaxation,  that  of  the  soleua  low  with 
■low  contraction  and  relaxation. 

from  this  point  onward  the  return  of  the  lever  to  the  abscissa  ia  very 
gradual.  The  sartorius  exhibits  an  equally  quick  contraction.  In  the 
figure  its  curve  is  next  in  height  to  that  of  the  diaphragm;  aometimea 
it  lifta  the  weight  to  the  greatest  height  of  all  the  muscles.  Relaxation 
b^ins  slowly  and  the  whole  upper  half  of  the  curve  is  much  broader 
than  that  of  the  diaphragm;  in  its  latter  half  the  relaxation  is  still 
slower  but,  in  general,  similar  to  that  of  the  diaphragm.  The  curve 
of  the  extensor  is  much  like  that  of  the  sartorius,  but  it  is  on  a  much 
smaller  scale,  so  that  both  contraction  and  relaxation  are  completed 
earlier  than  with  any  of  the  other  muscles.  The  soleus  behaves  like  a 
typical  red  muscle;  the  height  of  its  curve  is  about  equal  to  that  of  the 
extensor,  but  its  contraction  ia  very  slow,  reaching  its  maximum  only 
when  all  the  other  muscles  are  well  along  in  their  relaxation.     Its 
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relaxation  too  is  prolonged,  althougb  in  the  final  stages  less  so  than  the 
relaxation  of  the  diaphragm. 

Besides  these  physical  differences  in  the  character  of  the  dngle 
contraction  there  are  differences  in  the  duration  of  the  latent  periods. 
These  we  liave  measured  in  6  specimens  of  each  variety  of  muscle. 
Only  a  single  muscle  was  taken  from  each  animal,  a  weight  of  only  1 
gram  was  employed,  and  records  of  from  4  to  8  eingle  contractions  with 
maximal  stimulation  were  quickly  made  on  a  rapid  drum.  An  average 
period  of  less  than  13  minutes  elapsed  between  the  death  of  the  animal 
and  the  completion  of  the  records.  Thirty-five  measurements  of  the 
latent  period  were  made  with  the  diaphragm  and  40  with  each  of  the 
other  muscles.     The  averages  are  given  in  table  5. 

TABLES 

Latent  periodt  of  excited  muieUs  in  seeondt 


■zninoB 

«.™.o- 

■ABTOBIDI 

■OLaca 

0.00492 

0.00861 

0.00720 

0.00925 

0.00509 

0.00561 

0.01000 

0.01144 

0.00428 

0.00738 

0.01047 

0.00810 

0.00537 

0.00794 

0.00990 

0.00895 

0.0041^ 

0.00734 

0.00795 

0.00969 

0.00459 

0.00780 

0.00666 

0.00915 

Percentage 

100 

157 

183 

199 

The  striking  feature  here  is  the  fact  that  the  quickly  contracting 
pale  extensor  exhibits  the  shortest  latent  period  and  the  sluggish  red 
soleus  the  longest,  the  duration  of  the  two  being  as  1 : 2.  The  stiigu- 
lated  diaphragm  gets  into  action  before  both  the  sartorius  and  the  soleus, 
but  not  as  quickly  as  the  extensor. 

6.  THE  WORKING  POWEB 

The  diaphragm  is  far  superior  to  the  other  muscles  in  the  power 
to  do  work.  This  has  been  demonstrated  in  two  ways:  first,  by  com- 
paring the  total  amount  of  work  which  the  several  muscles  are  capable 
of  doing  before  becoming  exhausted;  and,  secondly,  by  comparing  the 
absolute  powers  of  the  muscles. 

In  comparing  the  total  amount  of  work  of  the  muscles  we  followed 
the  method  outlined  on  page  454.     The  excised  muscles  were  stimulated 
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usually  &t  the  rate  of  2S  shocks  in  the  minute,  the  contractions  were 
recorded  on  a  slow  drum  as  a  series  of  successive  vertical  Unes,  and  the 
experiments  were  continued  untU  the  muscles  were  exhausted.  Two 
muscles  from  the  same  animal  were  usually  studied  simultaneously. 
The  data  here  reported  give  the  duration  of  the  working  period  and  the 
total  amount  of  work  that  was  performed.  The  amount  of  work  was 
computed  from  a  measurement  by  a  Coradi  planimeter  of  the  total 
area  that  was  covered  in  the  graphic  record  by  the  series  of  contraction 
curves.  The  terminal  portion  of  such  an  experiment  is  usually  long 
drawn  out,  since  the  muscles,  after  accomplishing  their  chief  task, 
continue  to  respond  to  the  stimuli  by  minute  twitches  for  a  considerable 
time.  The  smount  of  work  done  in  this  terminal  phase  is  shght,  and 
measurement  of  its  area  in  the  graphic  curve  was  found  to  introduce 
considerable  error.  It  was  possible,  however,  to  measure  down  to  a 
point  where  the  recorded  curyes  just  ceased  to  be  I  mm.  in  height,  with 
an  error  of  not  more  thsn  2  per  cent.  In  the  interests  of  accuracy, 
thorefore,  each  experiment  has  been  regarded  as  ceasing  at  such  point, 
both  as  regards  working  period  and  total  work  accompUshed. 

Figure  2  shows  characteristic  records  for  the  four  muscles,  the  later 
portions  of  the  records  being  given  only  in  sections.  In  initial  extent 
of  contraction  the  diaphragm  frequently  led,  and  the  other  muscles 
usually  followed  in  the  order :  sartorius,  extensor,  soleus,  the  height  of 
the  initial  curves  of  the  two  latter  not  differing  greatly.  The  sartorius 
was  usually  alone  in  making  a  few  introductory  contractions,  rapidly 
.  diminishing  in  height;  the  diaphragm  occasionally  performed  such  con- 
tractions. The  diaphragm  and  the  sartorius  usually  exhibited  a 
treppe,  which  was  the  more  pronounced  in  the  diaphragm.  A  treppe 
was  rarely  present  in  the  extensor,  and  was  absent  in  the  soleus. 
After  the  maximum  of  contraction  was  reached  all  the  muscles  exhibited 
the  usual  gradual  course  of  fatigue  on  to  exhaustion,  although  they 
differed  greatly  in  the  duration  of  their  activity.  Table  6  gives  precise 
measurements  of  the  duration  of  the  working  power  and  the  total 
amount  of  work  that  was  performed  by  the  several  muscles.  These 
figures  are  averages  of  14  specimens  of  the  diaphragm,  13  of  the 
extensor,  15  of  the  sartorius,  and  14  of  the  soleus.  The  records  were 
made  in  an  investigation,  by  the  senior  author  and  Dr.  E.  L.  Scott,  of 
the  working  power  of  muscles  when  the  animals  were  subjected  to 
different  atmospheric  conditions.  The  animals  were  here  kept  for  a 
period  of  6  hours  in  a  chamber  constantly  supphed  with  an  abundance 
of  fresh  air  of  a  fairly  uniform  temperature,  averaging  20.5''C.,  and 
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of  a  relative  humidity  of  52  per  cent.  This  was  a  combination  of 
conditions  that  were  especially  favorable  to  the  organism.  Directly 
after  removal  from  the  chamber  the  cats  were  killed  and  the  muscles 


Fig.  2.  Curves  of  series  of  coDtractions  of  four  excised  muscles  of  the  c^t 
stimulated  by  maximal  break  Bhocks  28  times  per  miuute  and  lifting  equal  loads. 
From  above  downward  the  respective  curves  are  from  the  diaphragm,  the  sar- 
toriuB,  the  extensor  longus  digitonim,  and  the  soleus.  The  selected  records  be- 
long to  corresponding  periods  of  time. 

were  studied.  The  details  of  the  experiments  will  be  published  else^ 
where.  In  these  experiments  the  actual  areas  of  the  croaa-sections  of 
the  several  muscles  were  not  measured,  but  if  w©  employ  the  standard 
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(tosa-BectioDfl  given  on  page  455  and  calculate  the  total  work  aooom 
plished  per  square  centimeter  of  croaa^ection,  we  obtun  the  figures 
given  in  tabl&  7. 

These  tables  show  that,  considered  as  a  machine  to  do  work,  the 
diaphragm  is  easily  the  leader  of  all  the  other  muscles — it  works  longer 
and  it  does  more  work  before  becoming  exhausted.  The  long-fibered 
sartorius  can  accomplish  only  about  half  as  much;  while  the  compact 
short-fibered  extensor  and  soleus  perform  for  each  unit  of  cross-section 
only  one-seventh  to  one-eighth  of  the  diaphragm's  achievement.  The 
latter,  La  fact,  both  in  the  small  strip  used  and  in  imit  of  cross-section. 


Average  vorking  period  and  lattU  loork  of  excited  mateUs  before  exhauatitm;  animalt 
avbjtcted  to  favorable  ahnoapherie  eonditione 


UBTOMma 

»«™ 

Working  period: 
Minutes 

148 
100 

147,9S7 
100 

121 
82 

76,599 
fi2 

84 
67 

3I.S93 
21 

Total  work: 

30,224 

Total  wort  of  excited  mutelM  per  tqwm  eentimeUr  of  eroea-ieelion  before 
exhavelion;  animali  evbjected  to  favorable  atmotpherie  eondtHone 


Gram-millimeters- . 
Fercentage 


performs  much  more  work  than  all  the  other  muscles  together.  In 
considering  this  marked  difference  it  should  be  mentioned  that,  as 
we  shall  see  later,  the  diaphragm  survives  all  the  other  muscles  after 
death.  But  this  is  probably  only  a  minor  factor  in  its  power  to 
accomplish  much  work  before  exhaustion.  Undoubtedly  of  more 
importance  are  its  greater  ability  to  utilize  oxygen,  its  greater  content 
in  glycogen,  which  has  been  determined  by  Lee,  Scott  and  Colvin  and 
will  be  discussed  by  them  in  a  subsequent  paper,  and  perhaps  otbat 
factors. 
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In  detennining  the  absolute  power  of  the  several  muscles  we  employed 
the  original  method  of  Weber,  that  is,  we  determined  the  maximmn 
load  that  the  aftertoaded  muscles  were  just  incapable  of  lifting.  We 
then  used  the  figures  thus  obtained,  together  with  the  standard  figures 
for  croBa-eeetiona,  in  c(Haputing  the  absolute  power  per  square  centi- 
meter of  cross-secticHi.  Table  8  shows  the  results  of  such  determi- 
nations in  10  specimens  of  each  muscde. 


100     110      ItO     130     Hff  ISO 


Pig.  3.  Compoeite  currea  of  work  of  excised  musclefi  of  the  cat,  each  curve 
representing  the  average  of  5  muaclee.  The  order  of  decreasing  height  ia:  dia- 
phragm, Bartorius,  extensor  longua  digitorum,  and  aoleus.  Abaciaaa  indicates 
Bucceaaive  grams  lifted;  ordinates,  work  done  in  gram -millimeters  per  square 
centimeter  of  crosa-eection. 

In  making  the  detenninations  of  absolute  power  it  is  not  a  question 
of  survival,  for  the  tests  were  made  quickly  after  the  excision  of  the 
muscles;  it  is  singly  a  question  of  lifting  loads,  of  doing  work.  Here 
the  diaphragm  is  seen  again  to  be  far  in  the  lead.  It  is  followed  in 
order  by  the  extensor  and  soleus,  possessed  respectively  of  but  three- 
quarters  and  one-half  of  the  power  of  the  diaphragm.  Last  comes  the 
sartoriuB,  relatively  weak,  with  an  absolute  power  of  less  than  one-third. 

If  the  curves  of  work  be  plotted  for  the  several  increments  of  load 
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b^mning  with  the  lightest  and  prooeediDg  gradually  to  the  heavteet 
possible  and  calculating  the  observed  data  iu  terms  of  unit  of  cross- 
sectional  area,  we  have  a  result  as  shown  in  figure  3,  which  is  a  com- 
posite curve  representing  the  average  of  S  observations  on  each  variety 
of  muscle.  This  reveals,  most  strikingly  of  all  the  various  ways  of 
looking  at  the  matter,  the  supremacy  of  the  diaphragm. 

Thus,  however  viewed,  the  diaphragm,  as  a  working  mechanism,  is 
vastly  superior  to  all  the  other  muscles  studied.  It  lifts  a  greater  load, 
it  is  capable  of  lifting  it  to  a  greater  hc:(;ht,  it  continues  to  work  tot  a 
longer  time,  and  it  performs  before  it  becomes  exhausted  a  much  greatw 
amount  of  labor.  All  of  these  powers  are  greatly  to  its  advantage  in 
the  important  rdle  that  it  plays  in  the  life  of  the  individual. 


Abaotutt  power  of  exetMd 


TASUES 

muscle*,  meMured  it 
croit-teetion 


ffranu  per  squart  emltnufar  of 


Average 

Percentage. . 


7.   eUlOIATION  OF  BTrinjLI 

In  the  course  of  many  of  our  earlier  experiments  on  stimulation  it 
became  obvious  that  the  four  varieties  of  muscle  differed  as  to  their 
power  of  summating  sUmuli.  This  was  finally  tested,  with  the  assist- 
ance of  Mr.  C.  A.  Worth,  by  the  following  method.  A  single  muscle 
was  removed  from  an  animal  as  soon  as  possible  after  death,  and  was 
prepared  for  a  graphic  record.  The  threshold  of  irritability  for  single 
induction  shocks  was  determined,  and  the  records  of  a  few  supra- 
minimal  contractions  with  augmenting  stimuli  were  made.  Then  the 
stimuli]s  was  increased  suddenly  to  a  maximum  and  a  series  of  con- 
tractions was  recorded,  usually  50  in  number  at  a  convenient  rate  of 
28  in  the  minute.  Immediately  thereafter  the  stimuli  were  reduced 
to  the  former  Bupraminimal  intensity,  and  a  few  contractions  were 
recorded  analogous  to  the  first  series,  but  in  the  reverse  order — that 
is,  with  stimuli  prc^essively  diminishing  in  intensity  back  to  the  thres- 
hold. The  location  of  the  thresholdand  the  intensity  of  the  contractions 
following  each  grade  of  supraminimal  stimulation  indicated  the  degree 
of  the  irritability  of  the  muscle  at  the  beginning  and  at  the  end  of  the 
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teet;  the  mftTJmftl  stimuli  were  employed  touigment  the  irritability, 
if  euch  were  possible,  and  thus  make  manifest  the  power  of  summation, 
if  such  were  preseot.  Any  augmentation  of  irritability  might  readily 
be  explfuned  by  the  action  of  metabolites  in  small  quantity,  as  suggested 
by  the  senior  author  (12)  for  the  treppe.  Summation  was  manifested 
either  by  an  increase  in  the  extent  of  supraminimal  contraction,  or  by 
a  lowering  of  the  threshold,  or  by  both  together.  We  have  tested  in 
this  way  11  diaphragms  and  6  of  each  of  the  other  varieties  of  muscle. 
With  the  diaphragm  some  degree  of  summation  was  always  capable  of 
demonstration;  with  the  other  muscles  it  was  either  absent  or  showed 
only  very  feebly. 

The  power  of  a  muscle  to  summate  stimuli,  that  is,  the  power  rapidly 
to  ailment  responsive  contractions  upon  a  slight  expenditure  of  stimu- 
lus, is  doubtless  of  advantage  to  the  muscle,  and  here  the  diaphragm 
seems  to  be  superior  to  the  other  muscles  studied. 

8.    BHTTHMICITY 

The  tendency  of  skeletal  muscular  tissue  to  respond  by  visible 
twitches,  more  or  less  rhythmical  in  character,  to  tetanic  stimuli 
much  more  rapid  in  rate,  or  to  constant  stimuli,  such  as  are  afforded 
by  a  galvanic  current  or  by  solutions  of  inorganic  salts,  has  received 
much  attention  from  investigators.  One  of  us  (A.  E.  G.  13)  has 
miide,  in  the  sartorius  muscle  of  the  frog,  a  special  study  of  this  property 
and  its  relation  to  various  ions.  In  our  earlier  experiments  it  appeared 
to  be  highly  developed  in  the  excised  diaphragm,  as  was  readily  de- 
monstrated by  subjecting  the  usual  strip  of  the  muscle,  arranged  to 
record  its  contractions,  to  a  weak  faJBdic  current  of  from  40  to  200 
shocks  in  the  second.  As  the  interrupter  in  the  primary  circuit  we  have 
used  the  hammer  of  the  inductorium  vibrating  at  the  rate  of  48  times 
in  the  second,  and  tuning  forks  of  20,  50,  and  100  v.d.  provided  with 
the  usual  electric  platinum-contact  device.  The  responsive  contractions 
were  then  found  to  occur  usually  at  a  rate  of  from  1  to  4  in  the  second, 
although  always  somewhat  irregular  in  both  frequency  and  extent,  the 
rate  increasing  with  increasing  strength  of  the  stimulating  current. 
If  the  current  were  very  weak  these  were  the  only  visible  signs  of  stimu- 
lation; but  if  it  were  slightly  strengthened  the  muscle  might  fall  into  a 
tetanus,  with  the  twitches  superimposed  as  waves  upon  the  smooth 
tetanic  curve.  With  still  fiu*ther  increase  of  stimulus  the  response 
became  still  more  complex  and  irregular  in  both  rate  and  intensity. 
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and  a.  single  muscle  was  oftea  found  to  manifest  all  degrees  of  response 
from  the  simple  to  the  complex  type.  AU  the  three  other  skeletal 
muscles  that  we  have  studied  were  found  to  exhibit  the  same  phenom- 
enon, although,  as  shown  by  the  extent,  the  frequency,  and  the  regu- 
larity, of  the  individual  twitches,  the  diaphraKm  led  all.    The  order  in 


Fig.  4.  Curves  of  cootractioD  of  two  excised  muscles  of  the  cat  (upper,  dia- 
phragm; lower,  sartorius),  produced  by  inunereing  the  muscles  in  an  aqueous 
solution  of  equal  parts  of  ^  sodium  chloride  and  ^  sodium  oxalate  at  35-40'*C. 
Note  the  greater  tendency  of  the  diaphragm  to  perform  "rhythmic"  twitches. 
Time  curve  records  minutes. 

which  they  were  arranged  as  to  the  degree  of  such  "rhythmicity"  was: 
diaphragm,  extensor,  sartorius,  soleus,  the  difference  between  the  ex- 
tensor and  the  sartorius,  however,  being  slight. 

Suuilar  twitches  may  be  readily  demonstrated  by  immersing  the 
muscles — we  have  tried  the  diaphragm,  the  sartorius  and  the  soleus — 
in  solutions  of  various  electrolytes.  We  have  used  for  this  purpose 
sodium  oxalate,  sodium  tartrate,  sodium  carbonate,  sodium  sulphate, 
and  potassium  chloride,  usually  in  one-e^hth  normal  solutions  and  at 
a  temperature  of  35-40°C.  A  very  satisfactory  solution  consists  of 
equal  parts  of  J  sodium   chloride  and  J  sodium  oxalate.     Figure  4 
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ahowB  a  record  obtained  with  this  solution.  With  all  of  these  sub- 
stances  the  diaphragm  usually  exhibits  twitches  more  numerous  and 
of  greater  extent  than  do  the  other  muscles. 

In  analysing  this  "rhythmic"  tendency  as  it  is  demonstrated  by  the 
faradic  ciurent  the  first  step,  naturally,  is  to  exclude  any  rhythm  arising 
from  the  stimulating  apparatus.  For  this  purpose  a  method  analogous 
to  that  of  Samojtoff  (14)  has  been  found  convenient.  It  consists  in 
hanging  two  strips  of  the  same  muscle  in  series  and  passing  through 
them  the  same  current,  in  the  same  direction,  at  the  same  time,  and 
with  the  same  area  of  contact  at  the  electrodes.  Synchronous  twitches 
may  then  be  looked  upon  bb  conditioned  possibly  by  an  irregularity 
in  the  stimulating  current.  If,  on  the  other  hand,  the  twitches  are 
not  synchronous,  they  may  be  regarded  as  conditioned  primarily 
by  factors  residing  in  the  muscles.  We  have  used  this  method  with  the 
diaphragm  only.  Certain  comphcations  detract  somewhat  from  the 
clearness  and  definiteness  of  the  results.  Thus,  the  contractions  fre- 
quently may  diflfer  in  height  so  that  in  one  of  the  strips  they  may  be 
barely  or  not  at  all  evident.  As  the  stimulation  is  continued,  however, 
the  apparently  quiescent  muscle  may  begin  to  show  more  and  more 
marked  contractions  while  the  previously  active  strip  becomes  quies- 
cent. Our  tests  have  shown  that  such  variations  are  not  due  to 
changes  in  the  gross  relative  irritabilities  of  the  two  strips.  Now  the 
more  irritable  and  now  the  less  irritable  preparation  may  exhibit  the 
more  pronounced  twitches.  But,  notwithstanding  such  differences, 
most  of  the  twitches  appear  to  be  synchronous  in  the  two  strips  and 
hence  presumably  are  of  instrumental  or^in. 

Samojloff  has  laid  stress  upon  the  imperfections  for  physiological 
use  of  the  common  methods  of  interrupting  the  primary  current.  Our 
experience  has  demonstrated  that  the  presence  of  a  spark  gap  is  fatal 
to  uniformity  of  successive  shocks.  Even  the  introduction  of  a  con- 
denser across  such  gap  in  the  inductorium,  while  diminishing  the  fre- 
quency and  intensity  of  the  twitches,  has  failed  to  eliminate  them  al- 
tt^ther.  Where,  therefore,  uniformity  of  successive  stimuli  is  de- 
sired, as  is  especially  the  case  with  submaximal  stimuli,  some  device 
other  than  the  ordinary  interrupter  with  metallic  contacts  must  be 
found.  We  have,  hence,  sought  for  a  different  method  of  stimulation 
and  have  found  a  statiafactory  apparatus  in  a  simple  alternating  cur- 
rent generator  consisting  of  an  armature  revolving  in  a  field  of  perma- 
nent magnets.  For  the  useof  such  an  apparatus  we  are  indebted  to  Drs. 
R.  H,  Cunningham  and  H.  B.  Williams.     A  photographic  record  of  its 
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alternations  of  potential,  made  by  means  of  a  string  galvanometer, 
shows  a  series,  not  of  true  sine  waves,  but  of  waves  almost  uniform  in 
amplitude  and  form.  The  apparatus  was  set  for  a  speed  of  25  cycles, 
or  50  shocks,  in  the  second  and  was  introduced  into  the  primary  circuit 
of  our  inductorium.  We  then  obtained  with  all  of  our  muscles  per- 
fectly smooth  tetanic  curves  with  no  sign  of  twitches,  whatever  the 
intensity  of  the  stimulating  current.  This  experiment  seems  to  prove 
beyond  a  doubt  that  most  of  the  previous  "rhythmic"  responses  to  the 
faradic  current  originated  in  quantitative  irregularities  of  the  shocks 
supplied  by  the  interrupter. 

But  this  ia  not  the  whole  story,  for  the  following  striking  facta  atiU 
remain:  (1)  The  diaphragm  is  much  more  prone  to  exhibit  such 
twitches  than  are  the  other  muscles;  (2)  there  is  occasional  asyn- 
chronism  when  both  of  two  diaphragm  strips  are  giving  well-marked 
contractions;  and  (3)  the  twitches  are  frequently  present  in  one 
strip  and  the  other  alternately.  Furthermore,  if  it  is  wholly  a  question 
of  the  irregularities  of  the  stimuli,  how  are  we  to  explain  the  similar 
"rhythmicity"  and  the  similar  greater  proneness  of  the  diaphragm  to 
it  in  the  presence  of  electrolytes?  Is  it  possibly  a  question  of  differences 
of  polarization  with  faradic  stimuU  and  differences  of  permeability  with 
chemical  stimuli?  Moreover,  if  we  accept  Lucas's  view  that  the  in- 
dividual fibers  of  striated  muscle  obey  the  "all-or-none  law"  and  thus 
reach  with  our  submaximal  stimuU  only  a  portion  of  the  fibers  in  the 
whole  muscle,  are  we  to  suppose  that  now  certain  groups  of  fibers  are 
active,  and  now  others,  and  that  difFerencesin  the  irritability  of  different 
groups  of  fibers  play  a  part  in  the  phenomenon? 

A  further  step  in  the  analysis  of  the  "rhythmicity"  might  consist 
in  the  exclusion  of  the  nerve.  This  we  believe  that  we  have  done  through 
the  rapid  death  of  the  nerve  in  our  mammalian  preparations.  The 
phrenic  ceases  to  respond  to  stimuli  within  a  very  few  minutes 
after  death  and  we  have  no  reason  to  believe  that  either  the  intramuscu* 
lar  filaments  of  the  nerve  or  the  motor  end-plates  continue  irritable 
for  a  much  longer  period.  Nevertheless,  we  have  been  interested  in 
testing  the  "rhythmic"  tendency  of  muscles  after  the  administration  of 
curare  to  the  animals  and  then  killing  them  after  paralysis  has  set  in. 
In  such  cases  the  responses  to  both  faradic  and  chemical  stimuli  are 
markedly  weakened,  although  they  are  not  eliminated  entirely.  The 
cijrarized  muscles  are  much  more  prone  to  pass  directly  into  unbroken 
tetanic  contractions.  Has  the  curare  affected  the  receptive  substance 
of  Langley  in  such  a  manner  as  to  make  the  muscle  less  susceptible 
to  irregularities  in  the  stimuli? 
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We  thus  see  that  our  consideratioD  of  the  "rhythmicity"  of  the 
various  muscles,  so  far  as  we  have  carried  our  experiments  at  the 
present  time,  rusea  more  questions  than  it  answers,  and  we  are  not 
now  prepared  to  propose  even  an  hypothesis  with  any  degree  of  con- 
fidence to  account  for  this  great  susceptibility  of  the  diaphragm  to 
respond  to  the  ordinary  faradic  and  chemical  stimuli  by  "rhythmic" 
twitches. 

9.    THS   POWER  OF  HB8ISTANCS  TO  DELBTEKIODB   INFLn&NCBS 

So  far  we  have  considered  chiefly  those  general  physiological  pro- 
perties that  the  several  muscles  may  make  use  of  in  their  ordinary 
activities.  We  have  now  to  turn  to  their  behavior  under  certain 
unusual  circumstances  and  especially  those  conditions  that  may  act 
unfavorably  to  the  muscles. 

a.  Fatigue.  We  may  recall  here,  first,  the  comparative  powers 
of  resistance  to  extreme  fatigue  that  the  muscles  show,  a  power  that  is 
measured  by  the  amount  of  time  that  elapses  before  the  contracting 
muscle  becomes  exhausted  and  by  the  total  amount  of  work  that  it  is 
capable  of  doing — a  power  that  is  far  more  marked  in  the  diaphragm 
than  in  the  other  muscles. 

b.  Death  of  body.  A  similar  difference  exists  in  resistance  to  death 
after  excision  from  the  body.  Here  we  have  made  a  series  of  obser- 
vations with  the  assistance  of  Mr.  C.  A.  Worth.  The  four  varieties  of 
muscle  excised  from  the  same  animal  and  placed  within  moist  chambers, 
were  weighted  with  only  2  grams  each  and  were  tested  at  intervals  of 
fifteen  minutes  as  to  their  power  to  respond  to  the  stimulus  of  the  usual 
maximal  induction  shocks.  The  duration  of  survival  was  measured  by 
the  time  that  elapsed  between  the  moment  of  decapitation  of  the 
animal  and  the  moment  of  the  last  visible  response  of  the  muscle  to 
stimulation.  Table  9  gives  the  results  of  ten  observations.  Compare 
these  with  the  observations  formerly  reported  by  the  senior  author  (15) 

-  on  the  tibialis  anticus  and  the  soleus. 

This  table  illustrates  the  great  variations  in  the  power  of  survival 
that  are  exhibited  by  individual  muscles  of  the  same  kind.  Not- 
withstanding this  the  pronounced  lead  of  the  diaphragm  over  the  other 
muscles  is  obvious.  Its  long  period  of  survival  after  death,  namely, 
9  hours  and  44  minutes,  is  half  again  as  long  as  that  of  the  red  soleus 
and  more  than  twice  as  long  as  that  of  the  pale  extet^or  and  sartorius — 
in  other  words,  the  diaphragm  is  extremely  hardy. 
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c.  Curare.  It  is  often  said  that  the  dit^ihra^  is  the  last  muscle 
of  the  body  to  auccumb  to  the  action  of  curare.  So  far  as  we  have  been 
able  to  learn,  this  statement  is  based  on  Boehm's  (16)  experiment  of 
1895.  We  have  made  our  own  observations  on  several  cats  and  are 
able  to  affirm  that  the  statement  is  true.  Our  cats  were  etherized  and 
tracheotomized  for  the  further  administration  of  ether,  and  the  brachial 
and  Bciatic  nerves  were  freed  from  their  surrounding  tissues.  A  few 
cubic  centimeters  of  a  2.5  per  cent  solution  of  curare  in  philological 
salt  solution  were  then  injected  into  either  the  jugular  or  the  femoral 
vein,  a  second  dose  being  given  later.  The  brachial  and  sciatic  nerves 
were  stimulated  at  intervals  with  a  faradic  current  and  the  resulting 


TABLE 

ft 

Duration  of  tvrmval  of  excited  musdM  after  death,  expretsed  in  hours  and  minutei 
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«..™ 

.^«™ 
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16:45 

12:26 

6:26 

5:40 

2 

6:6S 

5:10 

3:10 

3:55 

3:S6 

4:40 

2:40 

2:40 

11:45 

11:00 

6:00 

3:15 

4:3S 

6:  St 

3:11 

7:21 

10:00 

6:20 

6:20 

2:50 

8:15 

2:15 

2:15 

8:15 

8 

12:00 

4:15 

5r00 

9 

14:43 

6:68 

3:43 

2:18 

10 

8:30 

5:45 

6:16 

2:00 

Average 

9:44 

6:49 

4:  19 

4:19 

Percentage 

100 

69 

44 

44 

contractions  of  the  leg  muscles  were  observed.  When  these  muscles 
ceased  to  respond  to  supramaximal  indirect  stimuli,  even  thoi^  the 
heart  was  still  beating  and  maintaining  the  circulation  of  the  blood,  tJie 
phrenic  nerves  were  exposed  and  stimulated  by  the  same  strong  current 
and  were  found  still  capable  of  causing  the  diaphragm  to  contract.  It 
is  hardly  necessary  to  mention  that  careful  precautions  were  taken 
against  an  escape  of  current.  At  this  stage  of  the  experiment  the  dia- 
phragm had  usually  ceased  its  natural  contractions,  or  they  were  ao 
weak  and  irregular  as  to  be  incapable  of  maintaining  a  sufficient  re- 
spiration. Meyer  and  Gottheb  (17)  state  that  "by  administering  the 
proper  dose  [of  curare],  it  is  possible  to  keep  a  rabbit  alive  for  hours  with 
all  its  muscles  paralyzed  except  the  diaphragm."    It  is  evident  that, 
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whatever  the  mechanism — and  the  mechtmism  is  not  entirely  evident — 
the  diaphragm  is  more  resistant  to  the  action  of  curare  than  are  the 
other  skeletal  muscles.  In  this  connection  it  may  be  mentioned  that 
Calmette  (18)  states  that  after  poisoning  by  the  bite  of  the  cobra  respi- 
ration becomes  difiBcult  and  assumes  the  diaphragmatic  type.  This 
fact  should  be  more  fully  investigated  and  its  exact  significance  should 
be  determined. 

d.  Triekiniams.  It  is  a  known  fact  that  in  trichiniasis  the  din- 
phragm,  together  with  the  intercostal  muscles  and  those  of  the  jaw,  the 
tongue  and  the  eyo,  is  infested  with  the  parasites  to  a  far  greater  extent 
than  are  other  skeletal  muscles.    Reims  (9)  correlates  this  fact  with 

TABLE  10 

Atierage  vntrking  period  and  total  work  of  excised  muecht;  animaU  subjected  tQ 
unjaeorahle  atntoajiheric  coriditiont 


World  ng  period ; 

Minutee 

Percentage 

Percentage  loss  in  working  period  when 

compared  with  table  6 

Total  work: 

Gram-millimeterg 

Percentage 

Grtun-millimeters  per  square  centime- 
ter of  croBB-section 

•  Percentage 

Percentage  lorn  in  work  when  com- 
pared with  table  6  or  7 , 


100 

4 

117,317 
100 

624,027 
100 

21 


27 

52,965 
45 

276,859 
44 

31 


the  greater  supply  of  oxygen  which  he  assumes  to  be  present  in  the 
diaphragm.  Stiiubli  (19)  ascribes,  without  proof,  the  superabundance 
of  trichinae  to  a  greater  blood  supply  of  the  muscles  in  question.  Here 
is  further  opportunity  for  investigation. 

e.  Heat  and  humidity.  In  connection  with  the  investigation  made 
in  cooperation  with  Scott  and  referred  to  on  p^e  458,  we  have  studied 
the  results  of  exposing  cats  to  unfavorable  atmospheric  conditions,  and 
report  in  table  10  our  average  figures  of  the  working  period  and  the 
total  work  performed.  Before  the  muscles  were  studied  the  animalB 
were  confined  for  a  period  of  6  hours  in  a  well-ventilated  chamber,  the 
air  of  which  possessed  an  average  temperature  of  32.8°C.  and  an 
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average  humidity  of  90  per  cent,  that  is,  the  atmospheric  condition  was 
analogous  to  that  of  one  of  the  hot  and  humid  summer  days  in  an 
American  city  and  would  have  been  markedly  uncomfortable  to  a  human 
being.  The  computations  in  unit  of  croas-eectional  area  were  made 
with  the  aid  of  the  standard  figures  given  on  page  455.  Observations 
were  made  upon  12  diaphragms,  13  sartorii,  and  13  extensors;  the 
soletis  was  not  here  studied. 

The  figures  of  this  table  will  be  appreciated  only  when  they  are  com- 
pared with  the  corresponding  data  recorded  for  animals  that  bad  been 
kept  under  favorable  atmospheric  conditions,  as  presented  in  tables  6 
and  7.  It  will  tiien  be  observed  that  the  high  temperature  and  the 
high  humidity  to  which  the  animals  of  the  present  series  were  subjected 
before  being  tested  exercised  a  deleterious  influence  on  the  organism, 
which  is  expressed  in  a  diminished  working  period  and  a  diminished 
total  amoimt  of  work  performed  by  the  muscles.  This  phenomenon 
will  be  discussed  in  detail  and  in  relation  to  other  data  in  a  report  by 
Lee  and  Scott.  What  especially  interests  us  now  is  the  relative  effects 
of  the  harmful  conditions  on  the  three  muscles.  The  workii^  period 
of  the  extensor  is  reduced  by  25  per  cent  and  that  of  the  sartorius  by 
slightly  more,  27  per  cent,  while  the  diaphragm  suffers  only  a  4  per 
cent  reduction.  As  to  working  power  the  sartorius  has  lost  nearly  one- 
third,  the  extensor  and  the  diaphragm  only  one-fifth,  with  the  advantage 
slightly  in  favor  of  the  latter  muscle.  Thus,  of  all  the  muscles,  the 
diaphragm  is  least  affected  by  the  unfavorable  atmospheric  conditions. 

/.  Fasting.  In  connection  with  an  investigation  of  some  of  the 
physiological  effects  of  inanition,  which  is  being  carried  on  by  the  senior 
author  together  with  Morgulis  and  Scott,  the  effects  of  fasting  on  the 
diaphr^ms  and  the  extensors  of  10  cats  have  been  studied.  The 
animals  were  allowed  water  but  no  food;  the  avenge  duration  of  the 
fasting  period  was  15  days;  and  the  average  loss  in  bodily  weight  was 
33  per  cent.  The  details  of  the  work  will  be  published  elsewhere,  but 
the  avetage  results  are  given  in  table  11. 

We  see  here  that,  as  might  be  expected,  there  is  a  great  falling-off 
both  in  the  duration  of  the  working  period  of  the  two  muscles  and  in 
the  total  amount  of  work  performed.  The  effect  of  inanition  nmy  be 
best  appreciated  when  the  results  are  compared  with  those  of  the 
muscles  of  tables  6  and  7,  which  were  in  a  good  nutritive  condition. 
As  regards  the  working  period  the  diaphragm  is  again  affected  less 
than  the  extensor,  the  percentage  decrease  of  the  total  time  being  30  and 
40  respectively.    As  regards  the  total  amount  of  work  that  the  muscles 
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are  capable  of  performing  the  result  is  different:  the  fasting  diaphragm 
has  lost  44  per  cent  of  its  working  power,  the  fasting  extensor  aa\y  16 
per  cent.  The  respiratory  muscle  thus  suffers  to  a  much  greater  ex- 
tent than  does  the  leg  muscle.  We  are  not  prepared  to  offer  an  expla- 
nation of  this  exceptional  fact,  but  we  cannot  refrain  from  suspeoting 
that  it  is  associated  in  some  way  with  the  diaphragm's  greater  activity. 
The  observations  on  fasting  are  not  yet  completed. 

TABLE  u 

Effect  of  iwmitioK  <m  the  average  v>orking  period  and  the  total  work  of  extieed 

mvaelea 


DIAPBSAail 

W^orking  period: 

104 
100 

30 

82,888 

Percentage  loss  in  working  period  when  comparec 

Total  work; 
Actual  in  gram-millimeters 

25,205 

.\ctud  in  gram-mi llimetera  per  aqu&re  centimeter 

440,894 
100 

44 

Percentage  loss  in  total  work  when  compared  with 
table  6  or  7 

16 

10.    BUUUART. 

This  paper  is  devoted  to  a  comparative  study  of  several  of  the  general 
physiological  properties  of  four  skeletal  muscles  of  the  cat — the  dia- 
phragm, the  extensor  longus  digitorum,  the  sartorius,  and  the  soleus. 
The  general  results  of  the  study  may  be  summarized  in  table.  12. 
Here,  after  the  designation  of  each  physiolo^cal  property,  the  degree 
in  which  it  has  been  found  present  in  the  several  muscles  is  given. 
The  order  is  from  the  greatest  to  the  least  in  all  items,  except  the 
lei^b  of  the  latent  period,  in  which  this  order  is  reversed. 

The  most  common  order  in  which  the  several  muscles  may  be  arranged 
as  to  the  quantitative  development  of  the  various  general  physiological 
properties  is:  diaphragm,  sartorius,  extensor,  soleus.  The  properties 
appeu*  least  pronounced  in  the  red  soleus;  and  next  in  the  two  paie 
muscles,  with  the  sartorius  slightly  in  the  lead.  As  to  most  of  the 
propOTties  the  diaphragm  stands  by  itself  in  the  lead  of  all  the  others. 
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Its  tissue  poa&esses  the  greatest  reducing  power,  in  other  words,  the 
greatest  power  to  remove  oxygen  from  its  environment,  and  this  power 
is  probably  dependent  on  the  existence  of  an  enzyme;  its  content  in 
peroxidase  is  greatest;  the  irritability  of  the  excised  diaphragm  to  single 
induction  shocks,  while  surpassed  in  d^pree  at  first  by  both  the  extensor 
and  the  sartohus,  survives  long  after  all  the  other  muscles  have  died ; 
in  the  brevity  of  its  latent  period  the  excised  diaphragm  is  siu*pas8ed 
by  the  extensor  only;  when  actively  stimulated  and  made  to  do  work 


Order  in  which  mnacUt  exhibit  -physiological  properties 


Reduciag  power  with  oxy haemoglobin 

Reducing  power  with  methylene  blue. 

Content  of  peroxidase , . . . 

Irritability  to  single  induction  ahocks 

Length  of  latent  period 

Working  period  in  cool  dry  air 

Total  work  per  aquare  centimeter  of  cross-section 
in  cool  dry  air 

Absolute  power 

Power  to  sununate  stimuli 

Tendency  to  "rhythmicity" 

Resistance  to  fatigue 

Duration  of  survival  after  death 

Resistance  to  curare 

Tendency  to  trichiniaaie 

Resistance  to  heat  and  humidity:  working  period. . 

Resistance  to  heat  and  humidity:  total  work  per 
square  centimeter  of  cross-section 

Resistance  to  inanition :  working  period 

Resistance  to  inanition:  total  work  per  square  cen- 
timeter of  cross-section 


Di  Ext  Sar  Sol 

Di  Sar  Ext  Sol 

Di  Sar  Ext  Sol 

Ext  Sar  Di  Sol 

Ext  Di  Sar  Sol 

Di  Sar  Sol  Ext 


Di 


Sar     Ext    Sol 

Di  Ext    Sol     Sar 

Di  Other  muscles 

Di  Ext    Sar    Sol 

Di  Sar     Sol     Ext 

Di  Sol     (Ext  Sar] 

Di  Other  muscles 

Di  Other  muscles 

Di  Sar    Ext 

Di  Sar    Ext 


the  excised  diaphragm  will  work  for  a  much  longer  period  and  ac- 
complish far  more  than  the  other  muscles — even  more  than  all  to- 
gether— before  becoming  exhausted;  it  is  superior  in  absolute  pdWer 
and  in  tendency  to  summate  stimuh;  it  exhibits  a  greater  tendency 
than  do  the  other  muscles  to  respond  to  faradic  and  chemical  stimuli 
by  twitches,  more  or  less  rhythmical  in  character;  its  greater  redstauce 
to  fatigue  is  exhibited  in  its  longer  working  period  and  its  greater  work 
accomplished  before  becoming  exhausted;  it,  with  possibly  some  other 
respiratory  muscles,  is  the  last  skeletal  muscle  of  the  body  to  submit 
to  the  paralysing  action  of  curare;  other  investigators  have  pointed 
out  its  greater  tendency  than  other  parts  of  the  body  to  harbor  trichinae 
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— a  peculiarity  that  is  not  yet  explained,  but  may  possibly  be  associated 
with  the  greater  power  of  the  diaphragm  to  utilize  oxygen;  when  the 
body  is  subjected  to  h^h  heat  and  high  humidity  all  the  muscles  (the 
soleuB  not  having  been  studied)  are  affected  deleteriously,  which  is 
manifested  in  a  diminution  of  the  working  period  and  thetotal  work  that 
can  be  accomphshed  before  exhaustion  sets  in,  but  the  diaphragm  is 
affected  far  less  than  the  other  muscles;  by  extreme  inanition  the  total 
working  period  of  the  excised  diaphragm  is  shortened  far  less  than  that 
of  the  extensor,  although  thti  total  work  that  can  be  performed  by  the 
former  is  diminished  to  a  greater  degree — a  fact  that  may  possibly  be 
associated  with  the  greater  activity  of  the  diaphragm. 

Most  of  these  facts  indicate  that  the  diaphragm  possesses  much  more 
efficient  muscular  tissue  than  do  the  other  muscles — in  other  words,  it 
is  a  superior  physiological  mechanism.  This  is  exactly  what  might  be 
expected,  when  the  unique  and  superior  rdle  of  the  diaphragm  among 
skeletal  muscles  is  considered.  Her.e  seems  to  be  a  striking  instance  of 
physiolt^cal  adaptation  to  physiological  requirements. 
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In  tlie  course  of  the  investigation  of  the  general  physiological  charac- 
teristics of  certain  musclee  of  the  cat,  which  has  been  carried  on  by  the 
senior  author  together  with  Guenther  and  Meleney  (1),  it  proved  de- 
sirable to  know  in  some  detail  the  chemical  constitution  of  the  same 
muscles  and  their  chemical  changes  under  various  experimental  pro- 
cedures. The  present  paper  presents  the  results  of  the  first  portion  of 
this  research  and  consists  of  a  partial  chemical  analysis  of  the  muscles 
in  question,  which  are  the  diaphragm,  the  extensor  longus  digitorum, 
the  aartoriuB,  and  the  soleus.  The  extensor  and  the  sartorius  are  pale 
red  in  color,  and  possess  in  general  the  physiological  properties  of  pale 
muscles;  the  soleus  is  deep  red  with  the  general  physiolt^cal  behavior 
of  dark  muscles;  while  the  diaphragm,  intensely  red  in  color,  cannot  be 
classed  physiologically  with  either  of  these  two  classes,  but  seems  in 
many  respects  to  stand  by  itself  as  a  superior  physiological  mechan- 
ism. It  leads  all  the  other  muscles  in  most  of  the  general  physiolt^i- 
cal  properties  that  have  been  studied.  It  is  superior  in  the  power  of 
survival  after  death,  In  reducing  power,  in  content  of  peroxidase,  in 
power  to  work  long  and  to  accomplish  much  before  becoming  exhausted, 
in  absolute  power,  in  tendency  to  summate  stimuli  and  to  respond  to 
foradic  and  chemical  stimuli  by  more  or  less  rhythmical  twitches,  and 
in  resistance  to  fatigue,  to  curare,  to  the  depressing  action  of  h^h  heat 
and  humidity,  and  to  inanition.  In  most  of  these  features  the  soleus 
stands  at  the  other  end  of  the  series,  while  the  extensor  and  sartorius 
occupy  an  intermediate  position,  with  the  sartorius  slightly  in  the  lead. 

It  is  obviously  desirable  to  know  whether  any  correlation  exists  be- 
tween the  physical  behavior  and  the  chemical  properties  of  the  muscles 
in  question,  and  a  search  for  such  correlation  is  the  main  purpose  of 
the  present  studies.  We  can  hardly  pretend  yet  to  have  made  much  ad- 
vance in  this  direction.    Our  present  analyses,  indeed,  should  be  re- 
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garded  merely  as  conatitutiag  a  reconnaissaace,  s  pretiminarj  sur- 
vey of  a  field  which  appears  to  be  large  and  not  altt^ether  unproQusing, 

So  far  the  work  has  been  confined  to  a  determination  of  the  chemical 
elements  other  than  carbon,  hydrogen,  and  oxygen,  and  of  glycogen. 
In  spite  of  the  fact  that  a  distribution  analysis  would  increase  the  ex- 
perimental error  by  the  introduction  of  additional  technical  perocedures 
and  the  reduction  of  the  absolute  amounts  of  substances  determined, 
it  was  thought  that  the  greater  physiological  significance  of  the  results 
would  warrant  the  use  of  this  method,  which,  therefore,  we  have  fol- 
lowed. Since  some  points  have  thus  been  revealed  that  must  have 
been  overlooked  by  the  more  direct  method,  we  believe  that  the  results 
have  justified  our  course.  This  is  especially  true  in  regard  to  the  dis- 
tribution of  the  sulphur. 

The  animals  were  killed  by  swift  and  painless  decapitation.  The 
muscles  were  quickly  rwnoved  and  cleaned  so  far  as  possible  of  external 
fat,  fascia  and  tendons.  From  the  diaphragm  the  pleural  and  perito- 
neal coverings  and  the  tendinous  center  were  removed.  In  every  case 
samples  of  the  four  muscles  were  taken  from  each  cat  used.  The  sise  of 
the  samples  (about  30  grams  of  fresh  tissue  from  12  to  15  muscles)  was 
determined  partly  by  convenience  in  extraction  and  partly  by  the  fact 
that  ^he  material  was  to  a  large  extent  a  by-product  from  other  experi- 
ments and  was  collected  as  opportunity  offered.  This  resulted  in  the 
samples  being  so  small  that  great  accuracy  in  the  determination  of  the 
inorganic  salts  could  not  be  expected.  Although,  in  general,  the  results 
for  the  inorganic  salts  have  not  been  used  in  our  correlation  of  the 
chemical  and  physical  properties  of  the  muscles,  the  analyses  were  made 
in  the  hope  that  the  results  would  at  least  point  the  direction  for  further 
and  more  detailed  work;  and  we  beUeve  that  this  consideration  warrants 
their  publication. 

The  method  of  separation  is  that  described  by  Koch  (2)  and  his 
collaborators.  For  its  details  the  reader  is  referred  to  the  origioa] 
papers.  Briefly,  the  material  was  collected  in  a  sufficient  quantity  of 
redistilled  alcohol  to  make  the  final  concentration  of  alcohol  between 
85  and  90  per  cent.  It  was  then  extracted  alternately  with  alcohol  and 
ether.  This  operation  was  carried  out  in  an  apparatus  so  arranged 
that  the  actual  extraction  took  place  at  a  temperature  but  little  below 
that  of  the  boiling  solvent. 

In  this  manner  the  lipins  and  a  certain  amount  of  the  water-soluble 
extractives  were  separated  from  the  proteins  and  the  remainder  of  the 
water  extractives.     The  lipins  were  then  precipitated  from  the  extrac- 
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tives  by  Acidulated  ohloroform,  and  the  lipio  phosphorus  and  sulphur 
were  determined.  The  extractive  fraction  was  dried  and  ashed  in  hy- 
drochloric and  nitric  acida,  and  the  iron,  magnesium,  calcium,  potas- 
sium, sodium,  phosphorus,  and  sulphur  were  determined. 

The  alcohol-ether  insoluble  portion  was  extracted  repeatedly  with 
boiling  water,  the  ash  of  the  extractives  was  obtained  in  the  same  man- 
ner as  above,  and  the  same  determinations  were  made. 

The  nitrogen,  phosphorus  and  sulphur  of  the  protein  fraction  were 
dietermined. 

The  fractionation  may  be  formulated  as  follows: 

Moist  tissue 

I 

Add  alcohol  and  extract  alternately  witb  alcohol  and  ether 


Extract 
Evaporate  to  dryness,  and  pre- 
cipitate   with     acid-chloroform 
mixture 

1 

Residue 
Dry,  weigh,  and  extract  with 
hot  water 

1 

<1)  Lipin  precipitate              (2)  Filtrate 

1                                        1 

(3)  Filtrate        (4)  Residue 

Phoapholipine                                           T                              Proteins 

and                                             and                                 nucleoproteins 

In  the  present  paper  it  is  not  thought  necessary  to  describe  the  detail 
of  the  methods  used  in  the  determination  of  the  several  constituents, 
further  than  to  say  that  the  sulphur  and  phosphorus  of  fractions  1  and 
4  were  determined  as  described  by  Koch,  and  the  determinations  in 
fractions  2  and  3  were  made  by  the  official  methods  of  the  Association 
of  Official  Agricultural  Chemists  (3).  In  the  calculations  of  frac- 
tions 2  and  3  corrections  were  made  for  the  material  not  removed  from 
the  lipin  and  the  protein  fractions.  In  the  former  case  this  was  done  by 
the  method  of  aliquot  parts;  in  the  latter  a  portion  of  the  protein  resi- 
due was  ashed  and  the  correction  was  calculated  from  the  ash  recovered. 
In  both  cases  the  corrections  were  small,  of  the  order  of  2  per  cent. 

While  in  soihe  cases,  especially  of  the  inorganic  salts,  the  percentile 
of  variation  between  the  findings  in  parallel  determinations  is  larger 
than  b  desired,  it  should  be  remembered  that  our  parallel  determi- 
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nations  were  made  upon  actually  different  samples,  collected  at  dif- 
ferent times,  rather  than  on  different  portions  of  a  homogeneous  sample 
prepared  from  a  aii^le  animal.  In  this  way  the  variations  between 
samples  are  added  to  the  technical  error.  Since,  with  the  one  excep- 
tion discussed  below,  we  have  not  considered  in  our  interpretation  of 

TABLE  1 

WaUr,  tolidi,  and  elemenlary  coiulituente  of  mutcles  in  grama  per  100  urame  of 
totalnolida.  The  figures  are  the  averages  found  for  each  of  the  four  rvuscles  sCud-< 
ied,  togelker  with  the  averages  far  those  of  the  series.  The  figures  found  by  Katz 
for  cat's  muscle  are  given  for  comparison. 


1 

I 

s 

i 

si 

pi 

12 

73.26 

26.74 

75.15 

24.85 

73.36 

26,64 

75.42 

24.58 

74.14 

25.86 

Li  pine:     Frac- 
tion 1 

Total  weight... 
Pliosphorua... 
Sulphur 

11.73 
0.1673 
0.03H 

7.69 
0.1803 

0.0424 

11.52 

0.2128 
0.0495 

14,13 

0.1704 
0.0718 

10,86 
0,1835 
0,0469 

0.1166 

Iron 

0.0308 
0.0356 

0,0729 
1.5154 
0.8751 
0.5042 

0.1872 

0.0235 
0.0280 
0.0570 
1.6412 
0,5108 
0,6236 
0,3101 

0.0337 
0.061S 
0.0773 
1.2601 
0.5474 
0.6786 
0.2674 

0.0393 
0.0474 
0.0508 
1.6352 

0.7229 
0.5380 

0,3251 

0.0309 
0.0401 
0.0642 
1.5251 
0.6536 
0.5620 
0.2670 

Inorganic 
salte:    Frac- 
tioQB  2  and  3 

Calcium 

Potaasium 

Sodium 

Phosphorus 

Sulphur 

Chlorine 

0.0341 
0.1162 
1,5576 
0.2932 
0.6192 

0,2267 

Proteins     and 
nucleopro- 
teina: 
Fraction  4 

Total  weight... 

Nitrogen 

PhoaphorUB. . . . 
Sulphur 

69.1 

11.159 
0.1119 
0.5220 

73.4 
11.639 
0.1449 

0.5286 

69.9 
11.119 

0.1785 
0.4872 

88. 4 
11.214 

0.0863 
0.4864 

70-5 
11.275 

0.1267 
0.5088 

0.0748 

Total  phosphoru 

lotai  fluipnur 

0.7834 
0.7406 

0.9488 
0.S811 

0.9699 
0.8041 

0,7947 

0,8722 
0.8227 

results  those  which  varied  greatly  in  this  way  we  have  not  felt  warranted 
ih  encumbering  this  paper  with  the  extended  tables  that  would  be 
necessary  to  show  all  the  figures.  However,  the  averages  for  most  of 
the  constituents  agree  rather  closely  with  those  of  Katz  (4),  who  also 
studied  the  muscles  of  the  cat  as  well  as  of  other  animals. 
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Tables  1,  2,  and  3  show  the  average  results  of  the  determinatioiis  at 
water,  solids,  and  elementary  constituents,  and  table  4  the  more  dft- 
taiJed  results  for  sodium  and  potassium.  In  table  1  the  results  have 
been  calculated  in  grams  per  100  grams  of  total  solids;  in  table  2  in 
grams  per  100  grams  of  fresh  tissue;  and  in  table  3  there  are  given  the 
gram-atoms  of  the  various  elements  (gram-molecules  in  the  case  of 


Elementary  eomliluenti  of  muscle*  in  gramt  per  100  granu  of  freak  Itsaue.  The 
figuret  are  the  aneraset  found  for  each  of  Ihe  four  muscles  studied,  together  vrilh 
the  averages  for  those  of  the  series.  The  figures  found  by  Katz  for  cat's  mutcle  are 
fpotnfor  com'parison. 


1 

i 

e 

S 

1 

t 

pi 

lipiiw:     Frac- 
tion 1 

Total  weight... 
Phosphorus. . . . 
Sulphur 

3.137 

0,0447 
0.00S4 

1.911 

0.0448 
0,0105 

3.069 

0,0567 
0-0132 

3-47 

0.0419 
0,0176 

2-81 

0,0475 
0,0121 

Inorganic 
H&lte:    Frac- 
tions 2  and  3 

Iron.. 

Calcium 

Magnesium 

Potassium 

Sodium 

Phosphorus — 

Sulphur 

Chlorine 

0.0082 
0.0005 
0.0194 
0.4052 
0.2340 
0.1348 
0.0501 

0.0058 
0.0070 
0.0142 
0.4078 
0.1269 
0.1650 
0.0771 

0.0090 
0.0154 
0.0206 
0.3357 
0.1458 
0.1541 
0.0712 

0,0097 
0,0117 
0-0125 
0,4019 
0,1787 
0,1322 
0,0799 

0.0080 
0,0104 
0,0166 
0,3944 
0,1690 
0,1453 
0,0690 

0,0093 
0,0085 
0.0286 
0.3083 
0,0729 
0.1539 

0-5662 

Proteins     and 
nucleopro- 

teina: 
Fraction  4 

Total  weight... 

Nitrogen 

Phosphorus — 
Sulphur 

18.48 
2.9839 
0.0299 
0:1396 

18.24 
2.867S 
0.0360 
0-1314 

18.621 
2.962 
0.0476 
0.1298 

16,813 

2,7563 
0,0212 
0,1193 

18,22 
2,9157 
0.0328 
0.1316 

0.1S6» 

Total  phoaphoru 
ToUl  sulphur  . . 

0.2095 

0.1980 

0.2358 
0.2190 

0.2584 
0,2142 

0.1953 
0.2171 

0-2256 

0-2128 

0.218S 

water)  occurring  in  100  grams  of  fresh  tissue.  The  figures  published 
are  the  averages  of  four  analyses  in  the  case  of  the  diaphragm,  the  ex- 
tensor, and  the  sartorius,  except  that  only  two  determinations  were 
made  of  the  inorganic  salts  of  the  sartorius.  The  analysis  of  only  two 
samples  of  the  soleus  was  attempted.  The  averages  for  the  entire 
series  were  obtained  by  adding  the  amounts  of  the  several  dements 
obtained  in  the  different  analyses  and  dividing  the  sum  by  the  totil 
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numb^  of  determinations  made.    In  the  last  colunm  of  tables  1  and  2 
Eatz's  figures  are  given  for  comparisos. 

Our  figures  for  sodium  are  markedly  higher  than  Katz's,  being  rather 
more  than  twice  those  which  he  gives  for  the  cat  and  well  above  h^ 
^ures  for  any  animal  except  the  swine  and  the  haddock.  It  is  prob- 
able that  a  certain  amount  of  sodium  was  extracted  from  the  glass  of 

TABLE  3 

Water  and  elementary  eonstituenU  of  mueclea.  The  water  it  expressed  in  inole,  the 
other  eonatiluenta  in  gram-atoms,  per  100  grams  of  freih  tissue.  The  figiires  are 
the  averages  found  for  each  of  the  four  muscles  studied,  together  toith  the  averages 
for  those  of  the  series. 


„^-^a. 

.„.««.» 

^„o... 

»^.- 

or 

4.0665 

4.1714 

4,0720 

4.1864 

LLpina:        f 
Frac-       ] 

Phoaphorus 

0.00144 
0.00026 

0.00144 
0.00033 

0,00183 

0,00041 

0,00135 

0,00055 

0,00153 

iDorg&nic 
salts; 
Frac- 

Iron 

Cakium 

Magnesium 

Potaaaium 

0.00015 
0.00024 
0.00080 
0,01036 
0  01017 
0  00434 
0.00156 

0.00010 
0,00017 
0.00058 
0.01043 
0.00552 
000050 
0,00240 

0,00016 
0,00041 
0,00085 
0,00859 
0.00631 
0,00497 
0-00222 

0,00017 
0,00029 
0,00051 
0,01031 
0,00773 
0,00426 
000249 

0,00014 
0,00026 
0.00068 
0,01009 

andS 

0,00168 

Proteins 
and  DU- 

0.21192 
0.00096 
0.00435 

0,20467 
0,00104 
0,00410 

0,21145 
0,00153 
0.00405 

0,19674 
0,00068 
0,00373 

cleopro- 
teina: 

Phosphorus 

0.00106 

tioa4 

Total  phosp 
Total  flulph 

horUB 

0.00675 
0.00618 

0.00760 
0,00683 

0.00832 
"0.00668 

000606 

0,00677 

0.00663 

the  apparatus,  and  at  first  we  were  inclined  to  think  that  this  was  the 
whole  explanation  of  the  large  amounts.  But  it  will  be  noted  that  our 
figures  for  potassium  are  not  very  different  from  those  of  Katz  for  cat's 
muscle.  Now,  by  reference  to  table  4,  it  will  be  seen  that  with  the  ex- 
option  of  experiment  12  with  the  extensor,  the  potassium-sodium  ratio 
is  very  nearly  a  constant  for  any  one  kind  of  muscle;  and  this  is  so,  re^ 
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gardleas  of  considerable  variations  in  the  actual  amounts  of  the  ele- 
ments present.  This  fact  causes  us  to  believe  that  a  possible  error 
from  glass  is  a  minor  factor  in  our  results,  and  leads  us  to  point  out  the 
possibility  that  each  kind  of  muscle  may  have  a  characteristic  potas- 
sium'Sodium  ratio.  What  the  significance  of  such  a  specific  ratio  is, 
we  are  not  at  present  prepared  to  say.  Further  work  in  which  special 
attention  is  paid  to  the  determination  of  the  alkahes  is  necessary.     It 


TABLE  4 

Sodium  and  potatnum  i 

n  muscles 

.,."."»■ 

OF  IOT*L  (OUM 

QBAMa  Fia  IDO  ouu 

PotM- 

SodiuM 

K/N» 

•iurn 

Sodium 

K/N. 

Diaphragm 

1 
4 
9 
13 

1.3M7 
1.4635 
1,3560 
1.875S 

0.8417 

T 
0-8O54 
0,9783 

1,613 

? 
1,684 
1,917 

0.3660 

0,3867 
0,3668 
0,6996 

0.2254 
7 

0.2179 
0,2614 

1.624 

T 
1,684 
1-917 

1.51M 

0.8751 

1,732 

0,4052 

0,2340 

KKteneor 

2 
5 
8 
12 

1.4476 

? 
1.6547 
1 .8214 

0.4852 
0.5199 
0.6031 
0.4369 

2.983 

? 
2,748 
4,169 

0.3618 

7 
0-4125 
0-4517 

0,1179 
0.1320 
0.1501 
0,1083 

2.984 

7 
2.748 
4,169 

1-6412 

0.5108 

3-567 

0.4078 

0,1269 

Sartoriufl 

7 
11 

1.5654 

0.9547 

0.6374 

0.4373 

2.455 
2,183 

0.4072 

0,1658 
0,1086 

2,466 
2.183 

1.2601 

0,5474 

2,302 

0,3357 

0.1468 

Soleufl 

10 
14 

1.4483 

1.8220 

0,6241 
0.8217 

2,312 
2.217 

0.3600 

0,4448 

0,1596 
0,2006 

2.257 
2.217 

1.6362 

0.7229 

2,262 

0,4019 

0,1777 

1.5251 

0,6536 

2.334 

0-3944 

0,1690 

2  334 

is,  however,  perhaps  pardonable  to  mention  the  fact  that  Meigs  and 
Ryan  (5)  report  a  potassium-sodium  ratio  for  smooth  muscle  simllar 
to  that  which  we  have  found  for  the  diaphragm,  while  in  the  cross- 
striated  muscle  they  find  relatively  less  sodium,  as  we  do  in  the  other 
three  muscles. 

In  table  5  we  have  tabulated  such  of  our  results  with  the  elementary 
constituents  and  such  relationships,  as  seem  to  be  especially  significant. 
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Koch  and  Koch  (6)  find  in  their  work  upon  rats'  braina  that,  as  the 
tissue  becomes  older  and,  therefore,  presumably  metaboUzes  less  ac- 
tively, there  is  an  increase  in  the  concentration  of  colloidal  sulphur  and 
phosphorus.  Correlated  with  this  we  should  expect  to  find  less  lipio 
and  protein  sulphur  and  phosphorus  in  those  muscles  whose  physiologi- 
cal properties  are  the  most  marked.  This  is  not  wholly  the  case,  how- 
ever, for  while  the  lipin  sulphur  increases  in  a  ratio  that  is  approidnmtely 
inverse  to  that  of  most  of  the  physiological  properties — that  is,  the 
diaphragm  contains  the  least,  the  soleus  the  most,  and  the  extensor 
and  the  sartorius  an  intermediate  amount^ — the  lipin  phosphorus,  when 
considered  by  itself  varies  without  apparent  order.  But,  if  one  obtains 
the  ratios  between  Upin  phosphorus  and  lipin  sulphur,  he  is  struck  by 
the  fact  that  they  stand  in  even  closer  relationship  to  the  physiological 
properties  than  does  the  sulphur  by  itself,  although  in  this  case  the  ratio 
is  direct.  Thus  it  seems  that,  the  more  active  muscles  contain  actually 
less  aulpholipin  than  those  less  active,  while  there  is  in  the  lipin  frac- 
tion of  the  former  relatively  more  phosphorus,  when  compared  with  the 
sulphur,  than  there  is  in  the  latter,  A  study  of  the  figures  published 
by  Koch  and  Koch  reveals  the  same  decrease  in  the  P/S  ratio  as  the 
tissue  becomes  older,  though  they  do  not  seem  to  have  called  attention 
to  this  relationship.  Similar  ratios  are  present,  though  somewhat  less 
markedly,  in  the  case  of  the  soluble  phosphorus  and  soluble  sulphur. 
This  relationship  might  perhaps  be  more  striking  if  separate  determi- 
nations of  the  neutral  and  inorganic  sulphur  had  been  made. 

Our  figures  for  protein  sulphur  vary  directly  with  both  the  reducing 
and  the  working  powers  of  the  three  groups  of  muscles,  rather  than  in- 
versely, as  would  have  been  the  case  had  they  harmonized  with  the 
theory  of  Koch  and  Koch.  This,  however,  is  very  su^estive  in  the 
light  of  the  possibility  that  the  cysteine  and  cystine  of  the  protein  mole- 
cule are  closely  related  to  cellular  respiration,  as  is  suggested  by  Mathews 
(7).  The  striking  difference  between  our  ratios  and  those  foimd  by 
Koch  and  Koch  leads  one  to  wonder  whether  the  mechanism  of  respi- 
ration in  muscular  and  in  nervous  tissues  is  not  as  fundamentally  dif- 
ferent as  are  their  physiological  activities. 

In  view  of  the  very  interesting  work  recently  reported  by  Clowes 
(8)  we  are  giving  the  ratios  between  the  alkaline  earths  and  the  alka- 
lies (table  5,  line  10).  So  far,  however,  we  have  been  unable  to  cor- 
relate these  ratios  with  any  of  the  specific  physiological  properties. 

Our  figures  for  glycogen  are  given  in  table  6.  In  the  separation  of  the 
glycogen  from  the  muscle  Pfliiger's  (9)  method  was  followed,  with  only 
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ttie  modifications  mode  necessary  by  the  small  samples  used.  The 
central  tendon  of  the  diaphragm  was  rejected,  the  sample  for  analyms 
eonsisting  only  of  the  muscular  tissue  together  with  its  pleural  and  peri- 
toneal coverings.  In  the  case  of  the  paired  muscles  the  muscles  from 
both  sides  were  used.  Here  superficial  fascia  and  tendinous  matter 
were  removed,  so  that  the  sample  represented  only  muscular  tissue  so 
far  as  was  possible.  The  average  weights  of  the  samples  were  as  fol- 
lows: diaphragm  5.5  grams;  extensor  5.2  grams;  sartorius  4.2  grams; 
soleufl  5.6  grams.  To  reduce  destruction  of  the  glycogen  the  muscles 
were  placed  in  the  hot  alkali  as  quickly  as  possible  after  removal  from 
the  animal  and  digestion  on  the  steam  bath  was  continued  within  a 
few  minutes.  However,  to  neutralize  any  destruction  of  glycogen  that 
might  have  taken  place  during  the  removal,  the  muscles  were  taken 
out  in  the  definite  order:  diaphragm,  extensor,  soleus,  s^-torius,  for 
the  first  half  of  the  series,  while  the  order  was  reversed  for  the  last  half 
of  the  series.  The  final  determination  of  sugar  was  made  by  Munson 
and  Walker's  (10)  method;  but  the  small  quantities  of  sugar  obtained 
in  some  cases  required  an  experimental  extension  of  their  table. 


Olycogtn  i 

et  in  grams  per  100 

grama  of  freah  tU»ii» 

I 

? 

1 

3 

s 

\ 

i 

i 

I 

0-4W 

0.283 

0.431 

0.331 

0.3«3 

The  muecle*  in  experiments 

a 

0.31i 

0.13f 

0.08] 

0.15f 

0.175 

OAK 

0,34( 

0.19^ 

0.24^ 

0.312 

der:  diaphragm,     extensor, 

0.202 

0.28: 

0.14: 

0.07t 

0.171 

soleus,  sartorius;  those  in 

0.282 

0.251 

O.I2f 

0.105 

o.io: 

the  remaining  experiments 

0.171 

o.m 

0.08; 

oral 

0.122 

in  the  reverse  order. 

0.182 

0.045 

0.062 

n,o».- 

0.095 

0.232 

0.005 

O.OSf 

O.OiK 

0.126 

e 

0.246 

0.172 

0.U9 

0.102 

0.160 

Average 

0.280 

0-201 

0.148 

0.136 

0.191 

Percentage... 

100 

72 

53 

4S 

As  might  have  been  expected  with  such  a  shifting  substance,  the 
quantities  of  glycogen  in  the  different  specimens  vary  considerably. 
The  ratios  of  the  averages,  however — diaphrf^^n  100,  extensor  72,  sar- 
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tonus  53,  eoleus  48 — are  sufficiently  distinct  to  be  of  importance.  The 
two  extremes  are  here  c^ain  exhibited  by  the  diaphragm  and  the  soleiis, 
the  former  containing  more  than  twice  the  amount  of  glycogen  found  in 
the  latter.  The  two  pale  musclsB  take  an  intermediate  position  with 
ihe  extensor  in  the  lead.  These  differences  are  beat  interpreted  in 
the  light  of  the  foUowing  facts. 

The  reciprocals  of  Lee,  Guenther  and  Meleney's  figures  for  the  reduc- 
ing power  of  the  muscles,  as  measured  by  the  percentage  number  of 
minutes  required  to  reduce  oxyh&emoglobin,  are,  respectively,  diaphragm 
100,  extensor  94,  sartorius  62,  soleus  23.  These  figures  and  those  for 
the  glyc(^n  content,  though  not  actually  the  same,  are  alike  in  forming 
a  descending  series  with  the  muscles  in  the  same  order.  That  this  gen- 
eral parallelism  is  not  a  thing  of  chance  is  well  shown  by  comparing  the 
order  in  which  the  muscles  occur  in  the  several  analyses,  as  shown  in 
table  6. 

It  is  natural  to  seek  correlation  also  in  working  power.  If  we  con- 
sider this  feature,  as  measured  by  the  total  work  done  by  the  several 
excised  muscles  per  square  centimeter  of  cross-section,  we  find  Lee, 
Guenther  and  Meleney's  figures  to  be:  diaphragm  100,  sartorius  51,  ex- 
tensor 14,  soleus  12.  Here  again  the  diaphragm  comes  first,  the  soleus 
last,  and  the  two  pale  muscles  between,  although  these  two  have  changed 
places  with  one  another.  This  exception  to  the  order  is  probably  of 
minor  s^nificance. 

The  main  feature  of  our  comparison  here  is  that,  as  regards  the  amount 
of  glycogen  contained  in  the  muscles,  their  capacity  to  remove  oxygen 
from  their  environment,  and  their  capacity  to  perform  work,  the  dia- 
phragm is  always  in  the  lead,  the  soleus  is  always  last,  and  the  two  pale 
muscles  occupy  an  intermediate  position.  We  cannot  help  beUeving 
that  these  facts  are  indicative  of  a  physiological  correlation  between 
the  three  features. 

8UHUA.BY 

The  present  paper  contains  the  results  of  a  determination  of  the 
chemical  elements  other  than  carbon,  hydrogen,  and  oxygen,  and  of  the 
glycogen  occurring  in  four  muscles  of  the  cat,  namely:  the  diaphragm, 
the  extensor  longus  digitorum,  the  sartorius,  and  the  soleus;  together 
with  an  endeavor  to  correlate  those  results  with  certain  of  the  physio- 
logical properties  of  the  same  muscles.     We  have  found  that: 

1.  The  quantity  of  lipin  sulphur  and  of  water-soluble  sulphur  is  least 
in  the  diaphragm,  greatest  in  the  soleus,  and  intermediate  in  the  exten- 
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sor  and  the  sartorius;  that  is,  the  quantity  of  non-protein  sulphur  var- 
ies inversely  to  the  order  in  which  most  of  the  general  physiological 
properties  of  the  muscles  are  expressed. 

2.  The  ratios  between  the  lipin  sulphur  and  the  Upin  phosphorus  and 
lw>tween  the  water-soluble  sulphur  and  the  water-soluble  phosphorus 
vary  directly  as  most  of  the  general  physiological  properties  of  the 
muscles. 

3.  The  protein  sulphur  varies  directly  as  most  of  the  general  physio- 
l<^cal  properties  of  the  muscles,  and  is  possibly  to  be  correlated  with 
muscular  respiration. 

4.  The  glycogen  content  is  greatest  in  the  diaphragm,  least  in  the 
Koleus,  and  intermediate  in  the  extensor  and  the  sartorius.  It  thus 
varies  directly  as  most  of  the  general  physiological  properties  of  the 
muscles,  and  is  to  be  especially  correlated  with  their  reducing  power 
and  their  working  power. 

5.  For  each  muscle  there  seems  to  be  a  specific  ratio  between  the 
potassium  and  the  sodium. 
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It  18  ft  fact  of  common  experience  that  a  human  beii^  in  a  hot  and 
humid  atmosphere  feels  a  disinclination  to  perform  muscular  work. 
If  we  accept  the  testimony  of  various  obaervera,  this  disinclination  is 
iiccompanied  by  actual  diminution  of  working  power.  Thus,  Boycott 
(1)  saya  that  his  observation^  on  miners  working  in  hot  moist  air  lead 
him  "to  conclude  that  their  power  of  doing  work  under  these  circum- 
stances is  quite  amalL":  Pembrey's  (2)  "results  show  definitely  that 
a  man  is  much  less  efficient  in  a  warm  moist  atmosphere."  Cadman 
(3),  in  his  work  of  mine  inspection,  aays  that  at  SS'C,  wet-bulb  reading, 
"work  becomes  inipoasible."  And  others  testify  to  the  same  effect. 
There  are  lacking,  howevpr,  exact  data  on  which  to  base  these  inferences, 
and,  even  if  they  be  true,  it  is  not  clear  whether  the  impairment  of  the 
power  to  do  work  lies  in  the  central  nervous  system,  or  in  the  muscles, 
or  in  both.  It  has,  indeed,  been  known  since  the  work  of  Gad  and 
Heymans  (4)  in  1890  that  the  excised  muscles  of  frogs  become  more 
rapidly  fatigued  when  warmed,  and  Patrizi  (5)  demonstrated  in  1893 
that  human  muscles  when  heated  by  localized  hot  baths  are  subject 
to  early  fatigue  and  exhaustion — and  these  results  may  have  a  bearing 
on  this  general  topic.  The  internal  conditions  of  labor  under  extreme 
conditions  of  temperature  and  humidity  have  been  summarised  as 
follows  (6) : 

When  an  individual  is  subjected  to  an  atmoephere  that  is  chsi^ied  with  an 
i-xcesBively  high  temperature &iid  high  humidity,  his  bodily  temperature  is  raised, 
his  working  power  liecomee  limited,  and  there  is  an  early  oncoming  of  fatigue. 
In  addition  to  the  normal  fati^^e  subetaaces  there  are  present  other  aubetances, 
products  of  an  abnormal  metabolism,  perhaps  of  increased  protein  disintegration, 
which  likewise  act  as  fatigue  substances.  Both  the  normal  and  the  pathological 
fatigue  substances  Rot  toxically  to  dimiuish  the  activity  of  the  tissues,  and  such 
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fatiguing  action  is  rendered  greater  by  reason  of  the  abaoraially  high  internal 
temperature  that  ia  present. 

In  addition  to  tliese  conditions  there  are  circulatory  changes,  a 
drafting  of  the  blood  away  from  the  brain  and  the  muscles  to  the  skin, 
which  may  aid  in  the  decrease  of  working  power. 

Perhaps  the  effects  of  extreme  atmospheric  conditions  are  different 
in  kind  from  those  of  milder  conditions,  for  preliminary  reports  of 
the  investigations  of  the  New  York  State  Commission  on  Ventilation 
(7)  appear  to  show  that  in  an  atmosphere  of  30''C.  (SdT.)  and  80  per 
cent  relative  humidity  there  is  a  disinclination  but  not  an  inability 
on  the  part  of  human  beings  to  perform  as  much  muscular  work  as  in  a 
cooler  dryer  air. 

It  is  evident  that  analysis  of  the  subject  has  not  yet  gone  far  enough 
and  that  the  desired  data  cfui  best  be  obtained  through  experiments 
on  animals.  It  was  with  a  wish  to  obtain  some  of  these  data  that  the 
observations  here  reported  were  made.  In  connection  with  other 
work  we  had  perfected  methods  for  studying  the  working  power  of 
muscles  and  for  determining  the  content  of  sugar  in  the  blood,  and  we 
therefore  studied  these  two  topics  here — not,  however,  With  the  pre- 
formed idea  of  show'ng  any  necessary  relation  between  them. 

Our  plan,  first,  was  to  compare  the  effects  on  these  two  physiological 
phenomena  of  the  exposure  of  animals,  on  the  one  hand,  to  a  fairly 
comfortable  atmosphere  and,  on  the  other,  to  an  uncomfortably  hot  and 
humid  one,  such  as  would  be  afforded  by  one  of  the  extreme  days  of  a 
New  York  summer.  This  plan  was  carried  out.  Later  we  completed 
an  additional  series  using  an  intermediate  temperature  and  humidity. 

We  used  cats  as  objects  of  the  experiments  and  subjected  them  to 
the  desired  atmospheric  conditions  within  a  box  the  ventilation  of 
which  was  controlled.  This  box  was  46  cm.  long,  36  cm.  wide,  and 
35  cm.  high;  its  walls  were  of  galvanized  iron,  and  it  contained  a  wooden 
floor.  A  cover,  clamped  on  tightly,  closed  it  at  the  top.  An  inlet  and 
an  outlet  tube,  each  14  mm.  in  diameter,  at  opposite  ends  of  the  box, 
allowed  free  passage  of  abundant  air,  which  was  drawn  through  by 
a  suction  pump  worked  by  an  electric  motor  and  attached  to  the  outlet 
tube.  This  ventilation  box  was  set  within  a  larger  box,  66  x  56  x  51  cm. 
in  size,  which  contained  water,  and  thus  the  air  chamber  was  surrounded 
on  its  four  sides  and  bottom  by  a  water  jacket,  10  cm.  thick.  This  water 
was  kept  at  a  desired  temperature,  which  varied  with  the  demands  of 
the  individual  experiment.  The  course  of  the  air  before  entering  the 
ventilation  box  was  cu-cuitous  and  as  follows:  By  the  action  of  the  su&i- 
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don  pump  it  was  taken  from  the  air  of  the  room  and  passed  first  into  a 
Williams  gas  waah-bottle,  where  it  was  humidified  by  being  bubbled 
through  water  kept  at  a  desired  temperature.  From  this  bottle  it 
passed  through  a  lead  tube  which  made  eight  turns  outside  the  venti- 
lation box  within  the  water  jacket,  and  then  entered  the  box  through 
the  inlet  tube  near  the  bottom  of  one  end.  The  outlet  tube  left  the 
box  near  the  top  of  the  opposite  end ;  from  here  the  outgoing  air  entered 
a  large  glass  bottle,  which  was  introduced  to  .protect  the  pump  from 
excessive  moisture,  and  then  passed  on  to  the  suction  pump,  where 
it  was  expeUed.  The  cover  of  the  ventilation  box  contained  an  obser- 
vation window  and  two  openings  cased  with  tubing,  in  which  were  fixed 
a  dry-bulb  and  a  wet-bulb  thermometer.  The  bulbs  of  these  ther- 
mometers projected  well  into  the  ventilation  box,  and  the  wet  bulb 
with  its  wick  dipping  into  a  small  reservoir  of  water  was  placed  im- 
mediately in  front  of  the  outlet  tube,  so  that  the  current  of  outgoing 
air  swept  constantly  over  the  bulb.  From  the  readings  of  the  dry-  and 
wet-bulb  inatrmnents  the  relative  percentage  of  hun^idity  was  deter- 
mined. By  carefully  controlling  the  temperature  of  the  water  in  the 
water  jacket  and  of  that  in  the  Wilhams  bottle,  by  the  use  of  Bunsen 
burners  or  ice,  and  by  the  addition  of  sodium  chloride  to  the  water  of  the 
wash-bottle  in  extreme  cases  where  the  desired  degree  of  dryness  of  the 
air  was  otherwise  difficult  to  obtain,  it  w^  found  comparatively  easy 
to  control,  within  the  limits  desired,  both  the  temperature  and  the 
humidity  of  the  air  that  was  supplied  to  the  box.  In  each  experiment 
a  cat  was  confined  within  the  box  for  a  period  of  six  hours,  and  records 
were  made  every  fifteen  minutes  of  the  temperature  of  the  air  within 
and  of  its  relative  humidity. 

At  the  end  of  the  period  of  confinement,  which  was  passed  usually  with- 
out excitement  and  often  in  a  state  of  repose,  the  animal  was  taken 
quickly  from  the  chamber  and  killed  by  swift  and  painless  decapitation. 
The  blood  as  it  flowed  from  the  vessels  of  the  neck  was  caught  in  a 
weighed  beaker  containing  25  cc.  of  a  0.5  per  cent  solution  of  ammonium 
oxalate,  to  prevent  coagulation,  and  was  used  for  the  determination  of 
its  content  of  sugar.  The  muscles  that  were  desired,  usually  two  in 
number,  were  excised,  and  tested  for  their  working  power. 

The  effects  of  three  atmospheric  conditions  were  studied,  namely; 
a  comfortable  condition,  in  which  the  temperature  averaged  20.6''C. 
(69°F.)  and  the  relative  humidity  52  per  cent;  an  uncomfortable  con- 
dition with  an  average  temperature  of  32.8''C.  (91°F.)  and  a  relative 
humidity  of  90  per  cent;  and  an  intermediate  condition  with  an  average 
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temperature  of  23.8°C.  (74.8^.)  and  a  relative  humidity  of  70  per  cent. 
For  convenieiice  we  will  hereafter  designate  these  three  conditions 
briefly  as  "low,"  "high,"  and  "intermediate"  respectively. 

The  two  physiological  phenomena  studied  will  be  considered 
separately. 

THB  WOBKINQ  POWER  OF  THE  UUSCLES 

Three  muscles  were  used,  all  of  which  are  well  adapted  to  the  experi- 
mental procedures  employed.  These  were  the  varieties  of  muscle 
that  were  used  by  Lee,  Guenther  and  Meleney  (8)  in  their  study  of 
the  comparative  physiological  properties  of  various  mammalian  muscles, 
and  comprised  the  stemal  strip  of  the  diaphragm,  the  thin  flat  medial 
portion  of  the  sartorius,  and  the  extensor  loi^us  digitorum.  In  addi- 
tion the  soleus  was  used  with  the  comfortable  atmospheric  condition. 
Much  previous  work  had  shown  that  all  these  muscles  are  very  himiy, 
will  survive  and  respond  to  stimulation  for  long  periods  of  time  after 
removal  from  the  body,  and  may  be  treated  experimentally  in  much 
the  same  manner  as  the  muscles  of  a  cold-blooded  animal.  From  each 
animal  two  of  the  muscles  were  carefully  excised  immediately  after 
death,  were  placed  in  moist  chambers,  were  attached  to  isotonic  re- 
cording levers,  were  stimulated  in  series  by  the  same  induction  shocks, 
and  wrote  their  contractions  as  vertical  lines,  set  close  together,  on  the 
same  slowly  moving  drum.  The  stimuli  were  break  shocks  delivered 
28  times  per  minute,  the  current  of  the  primary  coil  being  kept  at  0.7 
ampere,  and  the  secondary  coil  being  placed  at  10  cm.  The  weight 
attached  to  each  recording  lever  was  100  grams,  one-tenth  of  which 
represented  the  load  actually  lifted  by  the  muscle.  The  records  were 
continued  until  the  muscles  were  practically  exhausted.  The  total 
work  done  was  computed  in  the  usual  manner  after  measuring  the  total 
area  of  the  graphic  record  by  a  Coradi  planimeter  and  calculating  from 
this  the  total  height  to  which  the  weight  was  lifted. 

The  moment  of  complete  exhaustion  of  a  muscle  was  found  difficult 
to  determine:  the  later  contractions  of  a  series  differ  in  extent  from  one 
another  almost  imperceptibly  for  a  considerable  period;  and  even  when 
the  graphic  curve  becomes  an  apparently  unbroken  straight  tine  minute 
twitches  of  the  muscle  may  stilt  be  seen.  It  was,  however,  found  im- 
possible to  measure  accurately  the  area  of  the  graphic  record  where  the 
successive  lifts  of  the  lever  were  less  than  1  nun.  in  height.  To  the 
point  where  this  height  ceased  the  error  in  successive  measurements 
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was  not  more  than  2  per  cent.  To  insure  reasonable  accuracy,  there- 
fore, each  experiment  was  regarded  as  terminating  at  this  point. 

The  results  of  the  experiments  with  the  comfortable  atmospheric 
conditions  are  presented  in  table  1. 

When  we  examine  these  data  we  observe  various  points  of  interest. 
In  the  first  place,  with  all  the  muscles,  but  especially  with  the  siu*torius 
and  the  soleus,  there  is  a  considerable  variation  both  in  the  diu-ation 
of  the  working  period  and  in  the  amount  of  work  performed  by  the 
several  specimens.  This  is  a  famiUar  feature  to  anyone  who  has  stud- 
ied the  work  of  muscles;  it  is  not  peculiar  to  warm-blooded  muscles — 
the  muscles  of  frogs  vary  greatly  in  these  respects.  It  is  obvious  from 
the  table  that  the  differences  have  no  relation  to  body  weight,  sex, 
or  season.  So  far  as  we  have  been  able  to  judge  they  have  no  relation 
to  the  animals'  general  nutritive  condition.  Moreover,  similar  muscles 
from  opposite  sides  of  the  body  of  a  single  individual  exhibit  the  differ- 
ences — as  is  well  shown  in  experiments  22,  23,  24,  27,  and  28,  where  the 
two  solei  were  taken  from  the  same  cat.  The  explanation  of  the  vari- 
ation is  not  clear.  Rather  than  rule  out  the  extreme  cases,  as  adventi- 
tious abnormaUties,  we  have  thought  it  more  just  to  include  all  in  cal- 
culating the  averages. 

In  the  second  place,  all  the  muscles  are  capable  of  continuing  to 
work  for  a  remarkably  long  time  after  the  first  stimulus  is  received,  which 
is  good  evidence  of  their  hardiness.  Here  the  diaphragm  is  far  ahead 
of  the  others,  continuing  its  contractions  for  an  average  of  nearly  2 
and  one-half  hours,  although  the  extensor,  the  first  to  cease,  works  for 
an  average  of  1  hour  and  12  minutes.  The  sartorius  and  the  soleus 
are  intermediate  between  these  two  extremes,  the  former  continuing 
to  contract  for  2  hours  and  1  minute,  the  latter  1  hour  and  24  minutes. 

In  the  third  place,  the  amounts  of  work  performed  by  the  respective 
mi]scles  are  to  be  noted,  and  these  constitute  for  our  purposes  the  most 
interesting  feature  of  all.  Lee,  Guenther,  and  Meleney  have  found 
that  the  average  cross-sections  of  the  muscles  in  square  centimeters 
are:  di^hragm  0.188,  sartorius  0.192,  extensor  0.275,  and  soleus  0.349. 
It  is  a  striking  fact  that  the  muscle  that  possesses  the  smallest  cross- 
section,  the  diaphragm,  accomplishes  nearly  twice  as  much  work  as  the 
sartorius  and  five  times  as  much  as  either  the  extensor  or  the  soleus. 
As  a  working  mechanism  the  diaphragm  is  far  superior  to  the  other 
muscles — a  fact  which  has  already  been  discussed  by  the  former  authors 
and  need  not  detain  us  here. 

We  turn  next  to  the  action  of  an  atmosphere  which  possesses  a  dis- 
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tinctly  high  temperature  ^d  high  humidity  and  is  markedly  un- 
comfortable to  a  human  being.    Our  results  are  presented  in  table  2. 

TABL£2 

The  action  of  an  vneomforUAlt,  or  high,  Umperalvre  and  kwnidity  on  mutclex 
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Here  we  have  a  temperature  12,2°  (22*^.)  above  that  of  the  com- 
fortable condition,  and  a  relative  humidity  38  points  higher.  It  is  a 
condition  that  would  be  debilitating  to  human  beings,  and  not  without 
the  danger  of  causing  heat-stroke  if  one  were  exposed  to  it  for  hours  and 
at  the  same  time  were  obliged  to  perform  physical  work.     The  Boleus 
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was  not  here  studied.  The  three  other  muscles  again  show  much 
variabiUty,  in  both  the  duration  of  work  and  the  total  amount  (tf 
work  accomplished;  but  a  computation  of  the  average  deviations  from 
the  arithmetical  aver^^  of  the  total  amount  of  work  performed  under 
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163,860 

32 

10,799 

13 

Feb.  20 

F 

2.0» 

23.8 

70 

164 
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81 
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M 
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69 

41,022 

92 
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15 

Feb. 25 

F 
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70 
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66,028 

91 

48,071 

16 

Feb.  27 

F 
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70 

37 

14,588 

39 

14,051 

17 
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M 
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70 

60 

77,223 

52 

26,030 

18 
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M 

2.96 
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70 

90 
91 

46,973 
49,460 

19 

Apr.  8 

F 

2,07 

23.9 

70 

161 
177 

71,405 
137,038 

A 

2  70 
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70 
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124,325 

97 

54,861 

82 
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Percentage 

100 

100 
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48 

68 

32 
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the  "low"  and  the  "hy;h"  conditions  reveals  a  figure  lower  by  about 
20  per  cent  in  the  latter  case.  Whether  there  is  &  physiological 
significance  in  this  diminution  of  variability  is  not  yet  clear.  The 
more  interesting  features  are  the  average  changea  in  the  two  phys- 
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iological  phenomena.  In  both  of  them  all  the  muscles  have  lost.  In 
the  duration  of  its  work  the  diaphragm  has  lost  4  per  cent,  the  sar- 
torius  27  per  cent,  and  the  extensor  25  per  cent;  in  the  total  amount  of 
work  performed  before  exhaustion  the  diaphragm  has  lost  21  per  cent, 
the  sartoriuB  31  per  cent,  and  the  extensor  22  per  cent.  It  is  obvious 
that  the  high  heat  and  humidity  have  profoundly  affected  the  mus- 
cular tissue  so  as  materially  to  diminish  its  effectiveness  as  a  machine. 

Let  us  examine  next  the  action  of  an  atmospheric  environment  that 
is  intermediate,  in  respect  to  the  two  features  studied,  between  the 
comfortable  and  the  uncomfortable  conditions.  The  results  are  pre- 
sented in  table  3. 

Here  the  average  temperature  .was  23.8''C.  {74.8''F.)  and  the  aver- 
age humidity  70  per  cent,  a  combination  of  the  two  features  which 
is  not  ideal,  but  would  not  seem  markedly  unpleasant  to  a  human 
being  or  positively  bad.  With  the  three  muscles  the  average  degree 
of  variabiUty  of  the  two  phenomena  studied  is  essentially  the  same 
as  in  the  intermediate  condition.  In  the  average  duration  of  the 
working  period,  when  compared  with  the  comfortable  condition, 
'  the  diaphragm  is  practically  unaffected,  the  sartorioua  shows  a  loss 
of  20  per  cent,  and  the  extensor  an  actual  gain  of  14  per  cent.  In 
the  average  total  amount  of  work  performed  both  the  diaphn^iiu  and 
the  sartorius  have  distinctly  lost— 17  and  29  per  cent  respectively — 
while  the  extensor  is  again  exceptional  in  showing  a  gain  of  20  per 
cent.  Thus,  on  the  whole,  the  effect  of  exposure  of  the  animal  to 
the  intermediate  degree  of  temperature  and  humidity  is  a  loss  in  muscu- 
lar efficiency,  the  extent  of  the  loss,  however,  being  less  than  that 
which  results  from  the  more  extreme  atmospheric  condition. 

The  above  results  may  be  surveyed  most  clearly  when  they  are 
summarized  as  in  table  4. 

It  is  here  seen  that  as  the  temperature  and  the  humidity  to  which 
the  animals  are  exposed  rise,  there  is  a  progressive  diminution  in 
both  the  working  period  of  the  muscles  and  the  total  amount  of  work 
which  they  are  capable  of  performing  after  excision.  The  rate  at 
which  the  workii^  period  falls  oft — low  100,  intermediate  97,  high  89 — 
is  less  than  that  of  the  work  performed — low  100,  intermediate  85, 
high  76 — and  the  latter  feature  is  probably  Ihe  more  significant  of 
the  two.  It  doubtless  indicates  that  metabolic  changes  are  proceed- 
ing, which  are  of  such  a  character  that  they  react  deleteriously  on 
the  muscle  tissue.  That  the  conditions  of  metabolism  are  changed  is 
indicated  by  the  results  of  our  determinations  of  the  si^ar  of  the 


d  by  Google 


496  FREDERIC    B.    LEE   AND   BRNBBT   L,    SCOTT 

blood.  Without  doubt,  too,  the  bodily  temperature  of  our  aoimatB 
was  raised  when  the  external  temperature  and  humidity  rose — abun- 
dant evidence  has  shown  that  this  occurs  in  human  beings  under 
analogous  conditions.  But  we  can  not  now  present  specific  evidence 
of  changes  in  metabolism  under  the  conditions  of  our  experiments. 

It  was  pointed  out  in  the  introduction  to  the  present  paper  that  a 
human  being  in  a  hot  and  humid  atmosphere  feels  a  disinclination 
to  perform  muscular  work.  Our  results  seem  to  indicate  that  this 
disinclination  rests  upon  a  greater  phyaiolc^cal  basis  than  a  cerebral 
condition  only,  whether  this  be  merely  a  relative  cerebral  anaemia 
or  an  additional  depression  of  cerebral  activity  through  toxic  metabolio 
products.    Besides  an  effect  on  the  nervous  system  the  capacities 

TABLE  1 

Tke  action  of  temperature  and  humidity  on  muecUs  summarited.    Dtiralion  of 
loorJnnj)  period  it  eipretsed  in  minvtes;  total  teork  performed  in  gram-millimetert 
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124,325 

84 
54,861 

73 

36,410 

120 


71,866 


117,317 
79 

52,965 


76 


of  the  muscles  themselves  are  diminished.  Hence  excessive  muscular 
work,  a  whipping-up  of  the  muscles,  would  tend  toward  earlier  mus- 
cular exhaustion,  and  thus  we  have  additional  physiological  justi- 
fication for  maintaining  that  with  human  beings  who  are  obliged  to 
labor  in  an  atmosphere  of  extreme  heat  and  humidity  excessive  and 
continuous  muscular  work  should  be  avoided. 

THE  CONCENTRATION  OF  SOQAH  IN  THE  BLOOD 

As  was  indicated  earlier  in  this  paper,  we  had  no  reason  to  sus- 
pect that  there  is  a  necessary  relationship  between  the  working  poww 
of  excised  muscles  and  the  concentration  of  the  sugar  in  the  blood. 
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Indeed,  this  portion  of  the  work  was  ^gun  as  a  continuation  of  the 
work  previously  reported  by  one  of  U8  (9)  concerning  the  effect 
of  common  laboratory  procedures  upon  the  concentration  of  blood 
sugar.  But  the  results  seem  to  correlate  very  well  with  those  ob- 
tained from  a  physical  study  of  the  muscles  and  hence  to  have  a  physio- 
logical significance. 

The  technique  of  conditioning  and  handling  the  animals  and  of 
collecting  the  samples  of  blood,  and  the  method  of  analysis  were  the 
same  as  were  described  in  the  previous  paper.  The  freedom  with 
which  the  blood  fiowsfrom  the  cut  vessels  of  the  neck  varies  considerably. 
In  our  experiments  its  collection  was  continued  until  the  free  flow 
ceased,  and  in  practice  it  was  found  possible  to  determine  this  moment 
with  approximate  uniformity.  The  work  of  Scott,  together  with 
other  data  still  unpublished,  shows  definitely  that,  at  least  when  blood 
is  collected  from  the  cat  by  decapitation,  the  concentration  of  sugar 
decreases  as  the  amount  of  blood  drawn  increases,  so  that  the  amount 
of  blood  drawn  must  be  taken  into  consideration  in  the  interpretation 
of  results.  In  doing  this  30  grams  of  blood  per  kilogram  of  body  weight 
were  taken  as  the  standard  and  the  calculation  was  made  by  the  for- 
mula previously  published.  This  formula  is  3/ =  6(a:'-z)/ii+j/',  in  which 
a  and  b  are  constants  and  equal,  respectively,  133  and  0.0S4,  and  ^ 
represents  the  amount  of  blood  drawn,  y'  its  concentration  of  sugar 
in  any  one  experiment,  x  the  standard  amount  of  blood  per  kilogram 
of  body  weight,  and  y  the  corresponding  concentration  of  sugaj. 

Our  results  are  presented  in  table  5.  The  dates  of  the  experiments 
and  the  sex  of  the  animals  may  be  learned  from  the  previous  tables. 

The  first  group  of  figures  consists  of  the  results  obtained  from  the 
control  series  and  show  that  simple  confinement  in  the  chamber  is 
practically  without  effect  when  the  series  is  considered  as  a  whole. 
Thus,  the  averages  for  the  actual  and  the  calculated  concentration  of 
sugar  are  practically  identical  and  vary  but  little  from  those  of  the 
standard  series,  0.069  per  cent,  reported  in  the  previous  paper.  It 
will  be  noted,  however,  that  there  is  much  more  variation  between 
the  individuals  of  this  series  than  was  found  for  the  standard  animals. 
This  of  course  necessitates  a  longer  series  than  would  otherwise  be 
required  if  the  conclusions  drawn  from  such  experiments  are  to  be 
trusted. 

Turning  next  to  the  last  group  of  figures  in  t^ble  5,  we  find  among 
the  results,  after  they  have  been  calculated  to  30  grams  of  blood  per 
kilogram  of  body  weight,  but  two  in  the  series  of  twelve  which  exceed 
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The  action  of  temperalure  and  humiditt)  on  the  eoncentralionof  the  sugar  of  the  blood 
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the  standard  of  0.069  per  cent.  And  of  these  two  one  (Exp.  6),  is 
80  large  that  it  leads  one  to  suspect  that  some  unrecognized  factor 
has  been  imposed  upon  the  animal.  But,  in  spite  of  this,  the  averse 
for  the  series  0.063,  is  well  below  that  of  the  standard,  and  this  fact,' 
together  with  a  tendency  toward  a  low  concentration  of  sugar,  leads 
us  to  believe  that  this  represents  the  typical  condition  of  affau-s  when 
the  animal  is  exposed  to  combined  high  temperature  and  high  humidity. 
It  will  be  noted  also  that  the  quantity  of  blood  obtained  is  less — by 
8  per  cent— for  these  animals  than  for  those  of  the  control  series. 
Whether  or  not  this  is  indicative  of  a  lessened  vigor  of  the  circulatory 
musculature,  more  or  less  similar  to  that  shown  for  the  skeletal  mus- 
cles, or  whether,  as  seems  more  probable,  it  is  related  to  the  cutaneous 
vasodilation  that  may  be  presumed  to  occur  under  the  conditions 
to  which  the  animals  were  subjected,  we  are  not  at  present  prepared 
to  say. 

Again,  because  the  series  is  too  short  to  warrant  such  conclusions, 
we  are  not  prepared  to  attach  significance  to  the  intermediate  con- 
centration of  sugar  found  in  the  blood  of  animals  subjected  to  the 
intermediate  conditions,  as  shown  by  the  second  group  of  figures  in 
table  5.  It  is  interesting  to  note,  however,  that  the  results  as  they 
stand  are  in  exact  harmony  with  those  of  the  other  two  series  on  the 
basis  of  our  interpretation. 

We  desire  to  call  attention  to  the  fact  that  we  recognize  that  the 
depression  of  the  concentration  of  blood  sugar  found  by  us  is  not 
great;  in  fact,  it  may  possibly  be  considered  by  some  persons  as  not 
beyond  the  range  of  experimental  error.  We  believe,  however,  that 
such  a  contention  is  uniustiiied.  In  demanding  extreme  variations 
before  significance  is  attached  to  them  the  physiologist  must  of  neces- 
sity shut  his  eyes  to  many  fundamental  changes  in  physiological  con- 
ditions. And,  further,  we  would  emphasize  the  fact  that  a  lowering 
of  the  concentration  of  blood  sugar  is  much  more  safely  attributed 
to  a  given  set  of  experimental  conditions  than  is  an  increase  of  the 
concentration.  This  is  because,  as  has  been  abundantly  shown,  many 
common  factors  cause  a  marked  increase  in  the  sugar,  while  compara- 
tively few  have  been  demonstrated  to  decrease  it. 

Any  attempt  to  show  the  nature  of  the  physiological  significance 
of  the  lowered  concentration  of  sugar  found  in  animals  exposed  to 
conditions  of  high  temperature  and  high  humidity  leads  only  into 
hypothesis,  since  many  necessary  data  are  not  available.  But  it  may 
not  be  amiss  to  call  attention  to  the  idea  advanced  by  Cannon  (10) 
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that  the  mcreased  concentration  of  sugar  in  the  blood  of  animala  dur- 
ing intense  emotions,  together  with  the  mechanism  by  which  the  in- 
crease is  brought  about,  may  be  considered  as  a  physiological  adapta- 
"tion.  According  to  this  idea  the  increased  amount  of  sugar  that  fr&-  _ 
quently  is  present  in  the  blood  during  an  emotion  is  for  the  purpose 
of  supplying  the  muscles  with  the  increased  energy  required  for  the 
physical  activity  necessitated  by  the  emotion.  If  there  is,  as  this 
author  thinks,  a  physiological  adaptation  of,  the  fuel  supplied  to  the 
increased  amount  of  work  to  be  done,  it  seems  to  us  not  unreasonable 
to  beUeve  that  the  reverse  may  also  be  true.  In  other  words,  when  it 
is  physiologically  fitting  that  the  animal  reduce  muscular  exerticm 
to  a  minimum,  in  order  that  the  output  of  heat  may  be  as  low  as  pos- 
sible, as  in  a  hot  and  humid  environment,  the  supply  of  fuel  will  be 
lowered  correspondingly. 

The  complete  proof  of  the  hypothesis  would  require  a  calorimetric 
study  of  animals  subjected  to  these  conditions  and,  perhaps,  especi- 
ally a  determination  of  respiratory  quotients.  It  would  also  be  of 
interest,  in  view  of  current  theories  of  the  mechanism  of  the  mobiliza- 
tion of  sugar,  to  determine  the  amount  of  adrenalin  in  the  blood  of 
these  animals  as  compared  with  that  of  normal  animals. 

SUMMARY 

Cats  have  been  exposed  for  periods  of  six  hours  to  atmospheric  con* 
ditions  varying  only  in  respect  to  their  temperature  and  their  humidity. 
Three  conditions  have  been  studied,  namely:  a  "low"  condition,  in 
which  the  averse  temperature  was  approximately  21'C.  (69°F.) 
and  the  average  humidity  52  per  cent;  an  "intermediate"  condition, 
in  which  the  average  temperature  was  24''C.  (75°?.)  and  the  average 
humidity  70  per  cent;  and  a  "high"  condition,  in  which  the  average 
temperature  was  33°C.  (QIT.)  and  the  average  humidity  90  per  cent. 

Muscles  taken  from  the  animals  immediately  after  such  exposure 
and  stimulated  to  exhaustion  show  that  the  average  duration  of  their 
working  periods  and  the  average  total  amounts  of  work  performed 
decrease  progressively  in  the  three  groups  from  the  low,  through  the 
intermediate,  to  the  high  condition.  Expressed  in  percentages  the 
figures  for  the  duration  of  working  periods  are:  low  100,  intermediate 
07,  high  80;  those  for  the  total  amounts  of  work  performed  are:  low 
100,  intermediate  85,  high  76. 
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The  degree  of  variability  in  the  total  amount  of  work  performed 
by  the  muscles  is  less  under  the  influence  of  the  intermediate  and  the 
high  atmospheric  conditions,  than  mider  the  low  condition. 

The  amount  of  blood  per  kilogram  of  body  weight  that  flows  from 
the  severed  neck  vessels  on  decapitation  of  animals  subjected  to  sim- 
ilar exposures  is  less  after  the  high  than  after  the  low  condition.  The 
percentage  figures  are:  low  100,  high  92. 

The  concentration  of  augar  in  the  blood  of  such  animals  decreases 
progressively  in  the  three  groups  from  the  low,  through  the  inter- 
mediate, to  the  high  condition.  The  percentage  figures  are:  low  100, 
intermediate  98,  high  94. 

It  has  been  shown  that  under  proper  precautions  cats  confined  in 
a  small,  well  ventilated  chamber  may  legitimately  be  used  for  experi- 
ments involving  the  determination  of  the  sugar  in  the  blood. 
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specifically  indicated. 
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could  be  ascertained*  Mongolian  imbecility,  and  mental  obtundity. 
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THE  EFFECT  OF  ETHER  ANAESTHESIA  ON  THE 
ELECTRICAL  ACTIVITY  OF  NERVE 

A.  FORBES,  R.  McINTOSH  and  W.  SEFTON' 

Prom  the  Laboratory  of  Phygiology  in  the  Harvard  Medical  School 

Reeeired  for  publication,  March  27,  1916 

INTRODUCTION 

The  experiments  herein  described  were  performed  as  a  preliminary 
control  with  reference  to  an  investigation  now  in  progress  in  this  labo- 
ratory on  the  effect  of  ether  anaesthesia  on  the  afferent  impulses  in  the 
brain  stem.*  At  Dr.  Cannon's  si^gestion  it  was  planned  to  determine 
by  the  recording  of  action  currents  with  the  string  galvanometer, 
whether  general  surgical  anaesthesia  blocks  the  afferent  impulses  arising 
from  peripheral  stimulation  at  the  synapses  (or  cell  bodies)  through 
which  they  must  pass  to  reach  the  cerebrum  and  cerebellum.  In  view 
of  the  uncertainty  which  still  exists  as  to  the  question  whether  the 
electrical  disturbance  is  an  inevitable  accompaniment  of  the  nerve  im- 
pulse, it  was  deemed  necessary,  first,  to  determine  whether  by  any 
treatment  with  ether  it  was  possible  to  abolish  the  action  current  while 
still  the  nerve  could  be  shown  by  other  methods  to  be  capable  of  con- 
ducting a  nerve  impulse.  If  this  were  the  case,  it  is  evident  that 
abolition  of  action  currents  by  ether  anaesthesia  would  not  prove 
abolition  of  nerve  impulses. 

We  were  led  by  an  observation  made  by  one  of  us  in  another  series 
of  experiments  and  reported  with  Gre^  to  suspect  that  profound  gen- 
eral anaesthesia  might  so  affect  a  nerve  trunk  as  to  abolish  the  action 

'  We  wish  to  thank  Mr.  M.  Fremont-Smith  for  assistance  in  the  first  two 
experiments. 

*  A  preliminary  report  on  this  investigation  has  already  been  made ;  see  Forbes 
and  Miller:  This  Journal,  1010,  xl,  148  (proceedings). 
•  Forbes  and  Gregg:  This  Journal,  1915,  xxxik,  194. 
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current.  On  this  occasion  a  cat  was  subjected  to  extremely  profound 
etherization  during  the  operation  of  decerebration.  Immediately  t^ter 
the  completion  of  this  procedure,  the  peroneal  nerve  was  dissected  out 
and  connected  with  the  galvanometer.  On  stimulating  the  nerve  we 
failed  to  detect  any  action  current.  The  nerve  was  then  inmiersed 
for  over  an  hour  in  mammalian  Ringer  Bolution  at  room  temperature. 
It  was  then  connected  again  with  the  galvanometer  and  this  time 
yielded  action  currents  on  stimulation.  This  led  us  to  suppose  that' 
the  previous  absence  of  electrical  disturbEince  might  in  some  way  have 
resulted  from  the  high  concentration  of  ether  in  the  blood,  and  that 
subsequent  immersion  io  Ringer  solution  might  have  caused  the  elimina* 
tion  of  ether  and  consequent  restoration  of  a  normal  electrical  condition. 
In  view  of  our  subsequent  experimental  results  (to  be  here  described) 
we  are  led  to  believe  that  the  absence  of  action  currents  in  this  case 
was  due  to  some  accident  in  technique  or  experimental  condition  which 
was  not  noted,  or  to  some  other  obscure  cause  not  necessarily  related 
to  the  use  of  ether. 

In  reviewing  the  literature  we  are  concerned  with  facts  bearing  (1) 
on  the  question  of  the  effects  of  ether  upon  nerve  tnmk  activity  in 
general  and  (2)  on  the  question  of  the  separability  of  action  current 
&nd  nerve  impulse  under  any  conditions.  In  regard  to  the  first  ques- 
tion, Cushny*  states  that  nerves  are  not  affected  by  ether  when  in- 
haled, but  he  cites  Waller  as  having  shown  that  when  a  frog's  nerve 
is  exposed  to  ether  vapor  in  weak  dilution,  "its  irritability  is  at  first 
increased,"  while  strong  vapor  temporarily  abolishes  the  excitability. 
Bomitau^  has  investigated  the  effect  of  narcotics  on  the  action  current 
in  frog's  nerve  as  recorded  with  the  capillary  electrometer.  He  reports 
that  alcohol,  ether,  chloroform  and  cocain  produce  no  pronounced 
lengthening  of  the  duration  of  electrical  negativity ;  though  in  the  course 
of  their  depressing  effect  there  is  retardation  of  conduction  and  delay 
in  the  subsidence  of  the  action  current.  His  electrometer  records  illus- 
trate the  effect  of  ether  narcosis,  a  reduction  of  the  action  current  occur- 
ring  after  five  minutes  and  complete  abolition  after  ten  minutes;  subse- 
quent restoration  occurring  fifteen  minutes  after  the  withdrawal  of 
ether. 

In  regard  to  the  second  question,  the  separability  of  action  ciurent 
and  nerve  impulse,  Gotch*  has  argued  that  the  nerve  impulse  may  in 

•  Cushny:  Textbook  of  Pharm.  and  Therap.,  1906,  p.  163. 

•  Borruttflu:  PflURcr'B  Arch.,  1901,  Ixxxiv,  350. 

•  Gotch;  Journ.  Phyeiol,,  1902,  xxviii,  51,  etc. 
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certain  cases  occur  without  electrical  coucotnitant.  Other  investiga- 
tors have  discussed  the  same  question,  including  Wedensky^  and  Bor- 
nittau'  who  have  contended  that  the  electrical  disturbance  is  insep- 
arable from  the  nerve  impulse.  The  arguments  on  both  sides  have 
been  reviewed  by  Lucas'  and  the  conclusions  more  recently  summar- 
ized by  Forbes  and  Gregg.'*  It  will  suffice  to  state  here  that  all  efforts 
to  prove  that  either  the  nerve  impulse  or  the  electrical  disturbance 
which  normally  accompanies  it,  can  occur  without  the  other,  have  failed. 
The  preponderance  of  evidence  so  far  accumulated  supports  the  view 
that  the  electrical  disturbance  is  an  inevitable  adjunct  of  functional 
activity. 

One  more  fact  in  regard  to  the  estimation  of  functional  activity  in 
the  nerve  trunk  must  be  noted  before  proceeding  to  the  description  of 
our  experiments.  Meltzer  and  Auer"  found  that  ether  inhalation  in 
the  dog  reduces  the  height  of  contraction  of  skeletal  muscle  in  response 
to  stimuli  applied  directly  or  to  the  motor  nerve.  The  muscle  no  longer 
responds  with  tetanic  contraction  to  rapidly  repeated  stimulation  of 
the  nerve,  and  shows  evidence  of  increased  fatigue.  The  authors  infer 
that  ether  exerts  an  action  on  the  motor  endings  of  the  nerve  similar 
to  that  of  curare.  This  result  obviously  furnishes  no  evidence  as  to 
the  effect  of  the  drug  on  the  nerve  trunk,  inasmuch  as  nerve  fibre  and 
nerve  ending  are  physiologically  distinct,  but  it  indicates  a  factor  which 
must  be  reckoned  with  in  interpreting  observations  on  the  functional 
activity  of  the  nerve  trunk.  Muscular  contraction  following  stimula- 
tion of  the  nerve  is  proof  of  the  occurrence  of  the  nerve  impulse,  but 
absence  of  contraction  ia  no  proof  of  functional  inactivity  in  the  nerve. 


Two  methods  were  adopted  in  our  experiments.  One  was  to  deter- 
mine whether  the  most  profound  anaesthesia  which  could  be  induced 
in  the  cat  by  inhalation  of  ether  sufficed  to  abolish  or  clearly  reduce  the 
action  current  in  a  nerve  trunk  directly  stimulated;  and  if  it  did  abolish 
the  action  current,  whether  it  simultaneously  abolished  the  contraction 
in  the  innervated  muscle,  this  being  the  only  index  of  functional  activity 
in  the  nerve.     The  second  procedure,  substantially  that  of  Weden- 

'  WedeoBky:  Pflttger'a  Arch.,  1900,  Ixjutii,  132, 
■Borruttau:  Loc.  cit.,  325. 
•Lucas:  Proc.  Roy.  Soc.,  1912,  Ixxxv,  502-508. 
"  Forbes  and  Gregg:  Loc.  cit.,  215-217. 
"MeltEcrand  Auer:  Journ.  of  Pharm.,  1914,  v.  621. 
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sky,'*  was  to  expose  the  nerve  trunk  of  either  cat  or  frc^  to  the  direct 
action  of  ether  vapor  and  note  whether  at  any  time  contraction  in  the 
innervated  muscle  persisted  when  the  action  current  of  the  nerve  was 
no  longer  obtainable.  Since  the  muscular  contraction  was  to  be  used 
as  an  index  of  functional  activity  in  the  nerve,  it  was  necessary  to  record 
the  action  currents  diphfisically;  and  in  order  to  separate  the  phases 
far  enough  to  admit  of  well  defined  galvsnometric  excursions,  the  lead- 
ing-ofT  lectrodes  were  placed  as  far  apart  on  the  nerve  as  they  con- 
veniently could  be  without  bringing  the  proximal  lead  near  Plough 
the  stimulating  electrodes  to  produce  confusing  "artefacts."'* 

The  apparatus,  consisting  of  a  Cambridge  string  galvanometer  and 
idiotographic  recording  camera,  has  been  described  in  detail  in  a  pre- 
vious paper.'*  In  these  experiments,  as  in  the  last  few  reported  in 
that  paper,  an  arc  lamp  was  used  for  illumination,  and  the  large 
cylindrical  lens  employed  with  the  Nemst  lamp  was  thus  dispensed 
with.  The  galvanometer  was  provided  with  the  low  resistance  magnet 
coil  excited  by  eight  Edison  cells.  The  platinum  string,  designated 
"String  C"  in  the  previous  paper,"  was  used  throughout.  The  wiring 
and  the  stimulating  apparatus  were  exactly  as  described  therein. 

When  the  effect  of  general  anaesthesia  on  the  nerve  trunk  in  the  cat 
was  to  be  studied  two  procedures  were  employed.  In  the  first  of  these 
the  sciatic  nerve  of  the  anaesthetized  cat  was  laid  bare  from  hip  to 
knee,  but  was  not  at  first  dissected  out  from  the  surrounding  tissues,  the 
chief  aim  being  to  avoid  disturbing  its  blood  supply.  For  a  distance  of 
2  or  3  cm.  at  the  hip  that  portion  of  the  sciatic  nerve  which  branches 
off  farther  down  as  the  peroneal,  and  which  can  be  plainly  seen  as  a 
distinct  bundle,  was  carefully  dissected  away  from  the  rest  of  the  nerve, 
ligated  and  cut  at  the  most  central  point  so  dissected.  The  blood 
supply  to  the  major  part  of  the  nerve  between  the  hip  and  the  knee  is 
not  disturbed  by  this  operation. 

A  pair  of  non-polarizable  boot  electrodes  was  set  up  in  the  moist 
receiving  chamber,  previously  described.  A  pair  of  platinum  stimu- 
lating electrodes  was  fixed  at  the  opposite  end  of  the  chamber  from  the 
opening  through  which  the  nerve  was  to  be  drawn  in. 

Ether  was  administered  with  a  bottle  through  a  tracheal  cannula; 
the  depth  of  anaesthesia  was  gauged  by  frequent  observations  of  the 

"  Wedenaky:  Loc.  cit.,  p.  139. 

■'See Forbes  and  Gregg:  Loc.  cit.,  186,  etc.;  also  fig.  18. 
I*  Forbes  and  Gregg:  This  Journal,  1915,  xsxvii,  121-132. 
"Loc.  cit.,  122. 
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corneal  reflex,  the  pinna  reflex  (retraction  of  the  pinna  evoked  by 
IHncbinK  it  with  forceps)  and  the  character  of  rrapiration.  From  time 
to  time  the  separated  nerve  bundle  at  the  hip  was  stimulated  with  a 
break  shock  and  the  resulting  contraction  of  the  tibialis  aiiticus  muscle 
noted.  With  the  apparatus  in  readiness  the  ether  was  crowded  on  until 
respiration  almost  or  wholly  ceased,  then  the  peroneal  nerve  was  quickly 
dissected  from  the  rest  of  the  sciatic  nerve  and  from  the  surroundii^ 
tissues  all  the  way  from  the  hip  to  its  entrance  into  the  tibialis  anticus 
muscle.  This  dissection  could  readily  be  completed  during  the  time 
that  the  animal  was  too  deeply  anaesthetized  to  breathe  spontaneously, 


Fig.  1.  Arrangement  of  cat's  peroneal  nerve  in  moist  chamber  for  recording 
action  currents.  N,  nerve;  M,  muacle;>S,  stimulating  inductorium;  E.E,  "boot" 
electrodes;  G,  string  galvanometer.  The  details  of  the  galvanometer  circuit, 
omitted  liere  for  simplicity,  were  exactly  as  shown  in  figure  1  of  the  paper  cited, 
this  Journal,  1915,  Kxxvii,  124. 

and  yet  the  animal  could  be  revived  by  artificial  respiration  and  thus 
maintained  for  further  experimentation.  As  soon  as  the  peroneal  nerve 
was  dissected  out  it  was  quickly  laid  across  the  non-polarizable  electrodes 
in  the  moist  chamber,  and  the  ligatured  central  end  was  connected  with 
the  stimulating  electrodes.  Thus  the  nerve,  having  been  separated 
from  its  blood  supply  when  this  was  most  heavily  charged  with  ether, 
was  arranged  as  indicated  in  figure  I ,  with  leading-oEf  electrodes  between 
the  point  of  stimulation  and  the  muscle.  Break  shocks  were  then 
applied  and  the  muscular  contractions  noted  while  the  string  galvanome- 
ter was  used  to  detect  the  presence  of  diphasic  action  currents  arising 
from  the  passage  of  the  impulse  over  the  leads  in  the  moist  chamber. 
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After  this  experiment  was  performed,  it  was,  of  course,  imp(»sible  to 
use  this  nerve  for  a  repetition  of  the  s&me  experiment,  but  it  was 
possible  to  subject  the  nerve  trunk  to  the  direct  action  of  the  ether 
vapor.  But  in  the  two  cases  in  which  this  was  tried  the  results  were 
unsatisfactory  since  failure  in  conduction  appeared  in  the  nerves,  appar- 
ently unrelated  to  the  effects  of  ether.  For  this  reason  our  conclusions 
in  regard  to  the  direct  application  of  ether  vapor  to  nerve  are  based 
on  our  experiments  with  the  frog's  nerve^nuscle  preparation  which  will 
be  described  presently. 

In  the  second  procedure  for  the  study  of  general  anaesthesia  the 
sciatic  nerve  in  the  etherized  cat  was  exposed  from  the  hip  to  the  knee, 
and  the  whole  nerve  cut  at  the  hip  as  far  up  as  possible.  The  distal 
cut  end  was  then  ligatured  to  facilitate  manipulation,  and  dissected 
from  the  surrounding  tissues  far  enough  to  admit  of  the  application  of 
a  pair  of  Sherrington  shielded  electrodes.  The  peroneal  branch  was 
carefully  freed  from  the  surrounding  tissues  for  a  sufficient  distance 
between  its  departure  from  the  popliteal  branch  and  its  entrance  to  the 
tibialis  anticus  muscle  to  permit  the  application  of  a  boot  electrode 
without  contact  with  other  tissues.  The  tip  of  one  boot  electrode  was 
then  brought  in  contact  with  the  sciatic  nerve  in  the  thigh  region,  and 
the  other  was  applied  to  the  peroneal  nerve  at  the  knee.  The  galvan- 
ometer was  thus  connected  with  the  nerve  in  a  region  where  the  blood 
supply  was  undisturbed.  Etherization  was  then  crowded  to  the  point 
of  abolishing  spontaneous  respiration,  and  frequent  records  were  taken 
of  the  action  currents  resulting  from  single  shocks  as  the  anaesthesia 
deepened.  In  one  experiment  with  this  method  the  nerve  to  the  ham- 
string muscles,  branching  from  the  sciatic  between  the  stimulating 
electrodes  and  the  proximal  lead,  was  not  cut,  and  because  the  uncut 
nerves  with  this  arrangement  provided  an  adequate  conducting  path, 
the  action  current  of  the  hamstring  muscles  entered  confusingly  into 
the  records.  In  a  subsequent  experiment  the  hamstring  nerve  was 
cut  and  the  disturbing  factor  thus  eliminated.  It  should  be  noted  that 
with  this  mode  of  application  of  electrodes  a  shift  of  contact  results  from 
the  contraction  of  the  muscles,  thus  causing  an  excursion  of  the  string 
due  to  change  in  demarcation  current.  But  this  is  of  no  consequence 
when  the  action  current  is  recorded  on  a  rapidly  moving  film,  for  the 
latencies  of  nerve  action  current  and  mechanical  disturbance  are  so 
different  as  to  render  it  easy  to  distinguish  between  them. 

In  a  final  experiment  the  sciatic  nerve  was  exposed  but  not  dis- 
sected at  all  nor  disturbed  as  to  its  circulation  until  the  animal  had 
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been  etherized  to  the  point  at  which  respiration  had  ceased  and  the 
heart  had  ahnost  stopped  beating.  The  sciatic  nerve  was  then  quickly 
dissected  out,  severed  at  hip  aud  knee,  and  placed  at  once  on  stimulating 
and  Ieading-«ff  electrodes. 

When  the  second  general  method  was  employed,  viz.,  that  of  exposing 
a  nerve  trunk  to  ether  vapor,  the  frog's  nerve-muscle  preparation 
(sciatic-gaetrocnemius)  was  placed  in  a  moist  chamber  with  a  pair  of 
boot-electrodes  for  leads  between  the  stimulating  electrodes  and  the 
muscle.  After  one  or  two  diphasic  action  currents  had  been  recorded, 
cotton  soaked  in  ether  was  placed  on  the  Boor  of  the  moist  chamber 
under  the  nerve  and  between  the  stimulatii^  electrodes  and  the  proxi- 
mal lead.  It  was  placed  here  to  insure  greater  concentration  of  ether 
vapor  in  the  neighborhood  of  the  proximal  lead  than  at  the  neuro- 
muscular junction;  for  if  the  action  of  the  ether  were  to  occur  at  the 
junction,  the  muscle  might  cease  to  contract  before  that  part  of  the  nerve 
trunk  from  which  the  action  current  was  led  had  been  affected.  Records 
were  taken  at  frequent  intervals  as  the  ether  acted,  and  the  muscle  was 
watched  closely,  till  contractions  ceased.  One  or  two  more  records 
were  taken  after  the  cessation  of  contraction,  and  then  the  ether  was 
.  removed  and  the  nerve  permitted  to  recover.  The  experiment  was 
then  repeated.  Each  preparation  studied  was  etherized  in  this  way 
twice. 

EXFEBIUEN1IAL   REBtTLTS 

The  results  will  be  described  in  the  same  order  as  the  procedures. 
First,  in  regard  to  gauging  anaesthesia  by  reflexes,  it  was  found  that 
the  corneal  reflex  disappeared  with  a  moderate  degree  of  anaesthesia, 
while  the  pinna  reflex  persisted  much  longer,  lasting  in  almost  every 
case  about  as  long  as  respiration.  There  was  a  somewhat  notable 
uniformity  in  this  approximately  simultaneous  disappearance  of  pinna 
reflex  and  spontaneous  respiration.  In  all  experiments  with  general 
anaesthesia  it  was  found  that  muscular  contraction  in  response  to 
motor  nerve  stimulation  remained  vigorous  at  all  depths  of  anaesthesia, 
even  after  respiration  had  ceased  altogether.  Therefore,  it  is  clear  that 
the  nerve  impulse  still  passes  in  the  motor  iibres  under  these  conditions. 
The  next  question  is  whether  the  action  current  persists  with  it.  A 
fairly  conclusive  answer  was  found  in  these  experiments  in  which  the 
peroneal  nerve  was  dissected  from  its  blood  supply  during  profoimd 
etherization. 

In  one  of  these  the  nerve  was  isolated,  as  etherization  was  being 
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pushed,  some  time  after  the  corneal  reflex  had  disappeared,  but  while 
the  pinna  reflex  was  present  and  respiration  only  elightly  impaired. 
When  the  nerve  was  connected  with  the  galvanometer  and  stimulated 
vigorous  diphasic  action  currents  were  recorded.  Thus  it  is  evident 
that  at  the  somewhat  profound  surgical  anaesthesia  here  tested  the 
electrical  disturbance  is  not  abolished. 

In  another  experiment  with  this  method  the  peroneal  nerve  was  not 
dissected  from  its  blood  supply  till  respiration  had  ceased ;  the  dissection 
was  then  performed  while  artificial  respiration  was  being  applied  to 
revive  the  animal.  Figure  2  shows  the  action  currents  obtained  one 
minute  (A)  and  five  and  a  half  minutes  (B)  after  the  dissection  was 
completed,  the  dissection  ttJdng  three  and  one-half  minutes  from  the 
cessation  of  respiration.  These  action  currents  are  approximately  as 
large  as  would  ordinarily  be  obtained  from  the  peroneal  nerve  of  a 
decerebrate  cat  that  has  fully  recovered  from  the  anaesthetic.  It  is 
clear,  then,  that  a  nerve  cut  off  from  its  blood  supply  at  a  time  when  this 
contains  ether  in  sufficient  quantity  to  abolish  respiration,  not  only 
performs  its  physiological  function  but  exhibits  a  substantially  nomud 
action  current  as  well. 

Confirmatory  evidence  was  sought  by  the  method  described  next  in 
order,  viz.,  the  recording  of  the  action  current  from  the  sciatic  nerve 
whose  blood  supply  remained  intact  while  etherization  was  pushed  to 
the  limit.  In  the  first  experiment,  that  in  which  the  hamstring  nerve 
was  not  cut,  the  results  were  rendered  confusing,  as  already  noted,  by 
the  entrance  of  the  action  current  of  the  hamstring  muscles. 

In  the  experiment  in  which  the  hamstrii^  muscles  were  thrown  out 
of  action  by  section  of  their  motor  nerve  we  obtained  a  most  satisfactory 
confirmation  of  the  conclusion  ah-eady  arrived  at  by  the  other  method. 
With  electrodes  applied  as  described,  one  to  the  sciatic  nerve  about  2 
cm.  below  the  hip,  one  to  the  peroneal  nerve  at  the  knee,  action  currents 
were  obtained  at  all  depths  of  etherization.  Figure  3  shows  one  (A) 
obtained  under  moderate  anaesthesia  while  respiration  was  normal, 
and  another  (B)  four  minutes  later  after  respiration  had  ceased. 

In  the  final  experiment  on  general  anaesthesia  in  which  a  eat  was 
etherized  to  death,  and  the  sciatic  nerve  dissected  almost  at  the  moment 
when  circulation  ceased,  the  most  convincing  evidence  was  obtained. 
When  the  nerve  was  removed  from  the  animal's  body  and  laid  across 
stimulating  and  leading-ofF  electrodes  with  a  crushed  point  between  the 
latter,  action  currents  were  recorded  which  compare  well  with  those 
of  the  sciatic  nerve  removed  from  the  decerebrate  animal  without 
anaesthesia.     The  record  of  one  of  them  is  shown  in  figure  4. 
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The  results  of  the  experiments  in  which  ether  vapor  was  appUed 
directly  to  the  exposed  frog's  nerve  were  also  uniformly  clear  in  their 
bearing  on  the  question  at  hand.  As  the  contractions  grew  weaker  the 
action  currents  grew  smaller  till  finally  both  were  abolished,  but  in 
everj'  instance  contraction  disappeared  first.  In  one  instance  records 
were  taken  showing  the  persistence  of  the  action  current  after  con- 
tractions had  ceased,  and,  when  the  ether  had  been  withdrawn  from  the 
chamber,  the  presence  of  &  well  defined  action  current  a  few  seconds 


Fig.  2  Fig.  3  Fig.  4 

Fig.  2.  Experiment  5.  Diphasic  action  currents  in  cal'a  peroneal  nerve;  see 
text.  In  thie  and  all  other  photographic  records  the  top  line  shows  the  excur- 
sions of  the  string.  The  second  line  shows  the  time  of  stimulation;  a  rise  in  this 
line  shows  the  break  of  the  primary  current.  The  email  oecillations  following 
the  break  are  vibratory  and  do  not  indicate  secondary  closure  of  the  circuit. 
The  bottom  line  records  time;  each  complete  vibralion  =  0.01  second.  In  all 
except  figure  3  upward  excursion  of  the  string  means  fall  of  potential  in  proximal 

Fig.  3.  Experiment  7.  Action  currents  in  cat's  sciatic  nerve;  see  text.  In  this 
experiment  the  lead  wires  to  the  galvanometer  were  reversed,  thus  causing  the 
string  to  move  down  instead  of  up. 

Fig.  4.  Experiment  8.     Monophasic  action  current  of  cat's  sciatic  nerve;  see 


after  contraction  was  first  seen  (fig.  5^).  In  other  cases  the  action 
current  remained  appreciable,  thoi^h  very  small,  in  several  successive 
records  taken  after  contraction  had  ceased  (fig.  5,  B).  In  no  instance 
was  contraction  seen  when  :.he  action  current  was  absent. 

The  fact  that  action  currents  are  to  be  found  in  the  nerve  after  con- 
traction had  ceased  does  not,  of  course,  prove  any  lack  of  parallehsm 
between  the  electrical  disturbance  and  functional  activity  in  the  nerve. 
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Fig.  5.  Diphasic  action  currents  of  frog's  sciatic  nerve  allowing  effect  of  ether 
vapor. 

A.  Experiment  4.  1,  before  ether  waa  introduced,  contraction  normal;  i, 
two  minutea  after  ether  was  introduced,  contraction  fair;  S,  three  minutes  of 
ether,  contraction  weaker;  4,  3.  minutes  ether,  contraction  very  weak;  6,  4i 
minutes  ether,  no  contraction;  fl,  five  minutes  ether,  no  contraction.  7,  !  minute 
after  ether  waa  removed  from  chamber,  no  contraction.  8,  IJ  minute  after  re- 
moval of  ether,  slight  contraction. 

B.  Experiment  3.  I,  one  minute  of  ether,  normal  contraction;  l,  21  minutes  of 
ether,  contraction  weaker;  5,  three  minutes  ether,  contraction  very  weak;  i, 
3j  minutea  ether,  no  contraction;  5,  four  minutea  ether,  no  contraction;  6,  Ij 
minute  after  removal  of  ether,  contraction  small;  7,  two  minutes  aft«r  removal 
of  ether,  contraction  amall. 
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Even  if,  as  wae  intended,  the  action  of  ether  was  more  intense  near  the 
stimulating  electrodes  than  at  the  nerve  ending,  it  is  quite  possible 
that  the  decrement  imposed  on  the  nerve  impulse  by  the  drug  was  such 
that  it  failed  to  pass  the  neuromuscular  junction  and  excite  the  muscle, 
although  persisting  throughout  the  region  where  the  galvanometer 
leads  were  apphed.'*  On  the  other  hand,  the  failure  in  any  instance 
to  obtain  muscular  contraction  without  a  simultaneous  action  current 
in  the  nerve,  althoi^h  the  ether  was  regularly  introduced  proximal  to 
the  leads,  supports,  bo  far  as  it  goes,  the  view  that  the  nerve  impulse 
cannot  occur  without  its  concomitant  electrical  disturbance.  At  all 
events,  it  supports  the  findings  in  the  case  of  general  anaesthesia,  and 
leads  to  the  conclusion  that  it  is  impossible  by  any  apphcation  of  ether 
to  abolish  the  electrical  disturbance  in  nerve  while  the  tissue  remains 
functionally  active.  The  action  current  is  probably  a  valid  criterion 
of  function. 


1.  As  a  preUminary  to  an  investigation  of  the  effect  of  ether  anaes- 
thesia on  afferent  impulses  going  to  the  brain,  a  study  has  been  made 
of  its  effect  upon  the  action  current  in  a  nerve  trunk  subjected  to  direct 
stimulation. 

2.  Two  methods  have  been  employed.  One  was  to  etherize  a  cat 
and  see  whether  at  any  depth  of  general  anaesthesia  the  action  current 
in  a  motor  nerve  directly  stimulated,  could  be  abolished.  The  second 
was  to  apply  ether  vapor  directly  to  an  exposed  frog's  nerve  and  see 
whether  at  any  time  the  action  current  could  be  abolished  while  the 
nerve  was  still  shown  to  be  functionally  active  by  contraction  in  the 
innervated  muscle. 

3.  We  find  that  even  when  etherization  in  the  cat  is  pushed  to  the 
point  of  abolishing  respiration  and  causing  death,  the  nerve  trunk 
remains  functionally  active  and  exhibits  what  appear  to  be  essentially 
normal  action  currents. 

4.  With  direct  apphcation  of  ether  vapor  to  the  isolated  nerve-muscle 
preparation,  the  action  current  in  nerve  regularly  persists  at  least  as 
long  as  contraction  in  the  muscle,  and  in  almost  every  instance  longer. 

5.  The  evidence,  so  far  as  it  goes,  supports  the  view  that  nerve  im- 
pulse and  electrical  disturbance  are  inseparable.  It  leads  us  to  believe 
that,  at  any  rate,  the  action  current  is  a  safe  criterion  of  the  presence 
or  absence  of  the  nerve  impulse  in  connection  with  the  administration 
of  ether. 

'»  Adrian:  Journ.  Physiol.,  1912,  nlv,  389;  1913,  ilvi,  385. 
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INTHODUCTION 

The  inacceasible  nature  of  the  bone  marrow  seems  to  have  pre- 
served it  from  attempts  at  direct  physiological  study.  With  the  excep- 
tion of  work  by  Franz  MuUer(l)  we  have  found  no  efforts  towards  such 
an  end.  This  observer  in  1901  examined  blood  taken  directly  from 
the  nutrient  vein  of  the  tibia,  and  found  that  if  hia  operation  was  per- 
formed with  no  interruption  of  arterial  flow  and  with  no  hemorrhage, 
this  blood  corresponded  entirely  with  blood  taken  Iroiti  other  parts  of 
the  same  animal.  But  if  he  clamped  the  nutrient  artery  from  twenty 
to  thirty  minutes,  the  specimens  then  contained  many  normoblasts. 
The  same  result,  though  less  marked,  could  be  secured  by  making  the 
animal  breathe  an  oxygen  poor  atmosphere.  The  article  aims  to  clear 
up  certain  phases  of  the  problem  of  oxygen  lack  and  red  cell  fonnation. 
It  makes  no  mention  of  the  other  principal  marrow  product,  the  leuco- 
cyte. The  full  significance  of  these  results  will  be  discussed  at  a  later 
date,  since  they  seem  to  have  a  very  direct  bearing  on  the  mechanical 
factors  involved  in  the  appearance  of  new  cells  in  the  circulation. 

MOller  also  mentions  the  fact  that  nerves  have  been  found  passing 
to  the  marrow  vessels.  That  the  limbs  possess  a  poor  vasomotor 
mechanism  as  compared  with  the  abdominal  vascular  area  is  common 
knowledge,  but  the  possibility  of  a  complete  and  very  effective  supply 
to  the  bone  marrow  has  entirely  scaped  physiological  observation, 
Gros  (2),  in  1845,fir8t  described  the  existence  of  such  nerves.  Variot  and 
Remy  (3),  in  1880,  attempted  to  amplify  hia  observations.  But  the 
methods  then  at  hand  were  not  adequate  for  the  task.  Ottolenghi  (4), 
in  1901,  with  the  advantage  of  the  methods  of  Golgi  and  Ehrlich  made 
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a  very  thorough  study  of  the  nerves  to  the  marrow.  He  examined 
materia]  from  man,  eheep,  dog,  guinea  pig,  rabbit  and  chicken,  and 
concludes: — 

1.  He  marrow  is  richly  supplied  with  medullated  and  non-medullated 
fibres. 

2.  These  nerves  form  fine  plexuses  in  the  walls  of  the  blood  vessels, 
many  ramifications  reaching  the  capillaries. 

3.  In  the  marrow  pulp  there  are  many  medullated  and  non-medul- 
lated fibres  passing  eventually  to  distant  vessels. 

4.  The  existence  of  special  nerve  terminations  about  independent 
marrow  elements  cannot  be  settled. 

Myelinated  fibres  in  this  region  can  only  be  afferent  and  suggest  the 
possibility  of  specialized  refiexes  from  the  marrow. 

METHOD    OP   PERFUSION 

After  many  dissections  the  tibia  of  the  dog  was  found  to  be  the 
bone  best  suited  for  perfusion.  Similar  experiments  can  be  done  upon 
the  femur  but  the  operation  is  more  difficult  and  the  bulk  of  tissue 
perfused  not  so  large.  Dogs  weighing  about  S  kgm.  are  desirable  but, 
if  necessary,  smaller  animals  may  be  used  when  the  operator  is  thor- 
oughly famihar  with  the  anatomy  of  the  part^  A  skin  incision  from 
a  point  1  inch  above  the  knee  joint  to  a  point  2  inches  above  the  ankle 
joint,  along  the  line  of  the  inner  border  of  the  tibia,  exposes  the  fascia 
above  the  bone  and  permits  the  operator  to  carry  out  his  dissection 
along  the  inner  mai^n.  Care  should  be  taken  not  to  cut  or  tie  the 
saphenous  vein  as  it  receives  radicles  from  the  lower  extremity.  The 
popliteus  muscle  is  cut  away  from  its  insertion,  and  the  popliteal  artery 
and  vein  exposed  as  they  pass  down  between  the  condyles  of  the  femur. 
At  all  times  the  operator  must  keep  close  to  the  bone,  cleanii^  off  all 
the  muscle  attached  to  the  periosteum,  but  not  removing  tbis  mem- 
brane. The.  thick  fascia  covering  the  flexor  communiB  digitorum  is 
cut  close  to  the  bone  and  the  origin  of  tbis  muscle  is  carefully  cleared 
away  by  blunt  dissection.  The  nutrient  artery  usually  leaves  the 
pophteal  artery  as  one  branch  of  a  short  small  trunk  appearing  about 
three-fourths  of  an  inch  below  the  knee  joint,  and  runs  obliquely  down- 
wards, passing  under  the  tibial  periosteum  near  the  external  border 
about  one-third  of  the  way  down  the  shaft.  It  traverses  the  belly  of 
the  flexor  communis  digitorum,  and  when  the  origin  of  this  muscle  is 
removed  the  artery  with  the  vein  beside  it  will  be  seen.     Occasionally 
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the  artery  comes  off  independently  eomewhat  lower  down.  The  nerve 
to  the  marrow,  a  branch  of  the  tibial,  is  extremely  small  and  lies  in 
close  relation  to  the  nutrient  artery.  Figure  1  indicates  the  relations 
which  obtain  after  the  dissection  is  completed  and  all  the  muscular 
branches  in  the  neighborhood  ligated.  Having  made  such  exposure, 
a  cannula  is  placed  in  the  popliteal  artery  below  the  egress  of  the  nutrient 
artery,  the  perfusion  started,  and  the  fluid  allowed  to  flow  up  the 
popliteal  artery  against  the  normal  blood  stream.  A  ligature  which 
has  been  placed  around  the  popliteal  above  the  nutrient  artery  is  now 
tied,  and  the  perfusing  fluid  is  shunted  through  the  latter  artery  with- 
out at  any  time  interrupting  the  flow  of  fluid  to  the  bone.  In  order  to 
eliminate  the  possibility  that  the  reactions  hereafter  described  are  due 
to  contractions  of  the  nutrient  artery  outside  the  bone,  a  cannula  of 
the  type  shown  in  figure  2  has  also  been  used.  With  the  perfusit^  fluid 
running,  such  a  cannula  is  passed  into  the  popliteal  below  the  nutrient 
artery  and  its  point  gently  guided  up  into  the  mouth  of  the  nutrient 
artery,  down  which  it  is  cautiously  pushed  until  the  point  reaches  the 
periosteum.  There  are  no  differences  in  the  type  of  result  obtained  by 
these  two  preparations. 

If  such  procedures  are  properly  carried  out  is  the  marrow  com- 
pletely perfused? 

The  tibia  in  common  with  other  long  bones  has  three  sources  of  blood 
supply: 

1.  By  minute  periosteal  arteries  from  fascial  and  muscular  tw^ 
which  p^s  near  the  bone. 

2.  By  a  number  of  moderate  sized  vessels  which  enter  the  extremities 
of  the  bone  tbroiigh  small  foramina  usually  in  the  line  of  the  attach- 
ment of  the  joint  capsules, 

3.  By  the  nutrient  artery.    This  is  unquestionally  the  main  source. 
At  the  present  time  there  is  no  basis  upon  which  to  found  a  belief 

that  perfusion  through  the  nutrient  artery  will  keep  all  the  marrow  alive, 
but  we  can  ascertain  that  all  the  marrow,  except  at  times  the  extreme 
upper  posterior  part  of  the  tibial  head,  is  thoroughly  bathed  by  the 
perfusing  fluid.  The  lower  extremity  receives  practically  no  blood 
save  by  the  nutrient  artery.  There  are  usually  two  and  sometimes 
three  very  short  small  branches  which  pass  directly  from  the  popliteal 
artery  to  the  upper  posterior  part  of  the  head.  These  are  hard  to  see 
in  the  living  preparation  as  any  disturbance  of  the  popliteal  artery 
breaks  them.  It  is  possible  to  take  advantage  of  their  presence  by 
passing  the  ligature,  which  shunts  the  perfusing  fluid  into  the  bone. 
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Fig.  1,     Dissection  of  the  nutrient  artery  and  of  the  nerve  to  tl 
The  tibial  nerve  is  displayed  fully  in  order  to  show  the  origin  of  the  n 


Fig.  2.     Special  cannula  for  inscrlion  into  Ihe  nutrient  artery. 
Fig.  3.    Key  to  figure  1. 
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above  the  head  of  the  tibia,  but  in  the  experitnetits  here  detailed  this 
was  not  done. 

The  long  bones  possess  three  sets  of  veins  corresponding  to  the 
arteries,  and  though  the  nutrient  vein  carries  the  main  effluent,  leakage 
from  vessels  throughout  the  periosteum  is  a  constant  difficulty.  A 
preparation  can  be  made  in  which  the  venous  return  can  be  kept  intra- 
vascular throughout  and  can  be  collected  from  the  vein,  but  this  has 
been  unnecessary  in  these  experiments.  In  this  work  when  the  per- 
fusion has  been  started  the  common  iliac  artery  is  tied,  the  tibia  is 
disarticulated  at  the  knee  and  ankle  and  is  cut  away  from  its  muscular 
attachments.  The  isolated  bone,  to  which  a  circulation  has  thus  been 
uninterruptedly  supplied,  is  then  placed  in  a  shallow  trough  with  an 
outlet  tube  at  one  end.  Now  all  inflow  reaches  the  marrow  through 
the  nutrient  artery  and  ^1  outflow  falls  in  the  trough  and  drops  from 
the  outlet  tube.  We  have  made  use  of  a  simple  form  of  constant 
pressure  and  continuous  flow  perfusion  apparatus  and  have  employed 
oxygenated  Ringer's  solution  as  the  perfusing  fluid.  With  such  an 
apparatus  variations  in  the  outflow  under  constant  inflow  pressure  can 
mean  only  variations  in  the  calibre  of  the  vessels  perfused. 

EXPERIMENTS 

No.  19.  Action  of  tjnnepkrin.  Dog,  weight  14.2  kgm.  Aaesthesia;  Luminal- 
Sodium*  administered  iDtraperitoneally.  Perfusion  with  oxygenated  Ringer's 
BolutioD  started  at  3.51  p.m.     Bone  removed  at  once.    Outflow  recorded  in  drops. 
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*  Luminal-Sodium(5)  gave  entire  satiafuclion  when  given  intraperitoneally  dis- 
solved in  0.9  per  cent  NaCl  in  the  doso  of  0.150  gm.  per  kgm. 

t  This  and  Bubsequeiit  doeea  of  epinephrin  dissalved  in  Ringer's  solution  were 
Injected  through  the  rubber  tubing  leading  to  the  inflow  cannula.  The  dilution 
in  which  the  drug  reached  the  marrow  vessels  cannot  be  given. 
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No  dilatation  with  epinephrin  could  be  observed  under  the  conditions 
of  this  experiment.  It  must  be  recognised  that  the  marrow  vessels  at 
the  outset  of  such  an  experiment  are  in  a  condition  of  wide  paralytic 
dilatation  due  to  the  severance  of  their  nerve  supply.  This  is  prob- 
ably exaggerated  by  constant  pressure  perfusion  and  by  the  poor  oxygen 
carrying  power  of  the  Ringer's  solution.  A  alight  but  rather  doubtful 
degree  of  active  dilatation  was  secured  in  another  experiment  in  which 
ergotoxin  phosphate  was  given  to  a  dog  until  small  doses  of  epinephrin 
gave  a  dilator  reaction.  At  this  point  perfusion  was  started,  the  bone 
removed  and  epinephrin  injected.  The  dilatation  which  resulted 
could  be  repeated  by  only  one  subsequent  injection  and  could  not  be 
shown  by  any  type  of  direct  nerve  stimulation.  We  have  therefore 
no  reliable  evidence  of  an  active  dilator  mechanism. 

No.  tS.  EUelrieai  ttimvlation  of  ihe  nerve  to  the  marrotv.  Dog,  weight  13.0  kgm. 
Anesthesia;  Luminal-Sodium  administered  iatr&peritoneally.  Perfusion  with 
oxygenated  Ringer's  solution. 
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In  this  case  a  very  large  flow  was  secured  and  the  experiment  ia  given 
to  indicate  the  extent  to  which  the  flow  can  be  reduced  by  faradie  stimu- 
lation of  the  nerve. 

No.  i7.  Eleetrieal  Himvlalion  of  the  nerve  to  the  marrow.  Dog,  weight  20.2 
kgm.  Anesthesia;  Luminal- Sodium  administered  intraperitoneally.  Bone  re- 
moved in  usual  manner.  Outflow  record  with  drop  recorder.  Nerve  stimulated 
with  faradie  current  between  marks  A  and  B.  Figure  4  gives  the  record 
obtained  in  this  experiment  and  presents  the  ordinary  characteristics  of  vaso- 
motor reactigoa,  i.e.,  slow  onset  and  slow  disappearance. 
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It  has  been  impossible  to  secure  vasodilatation  by  slow  weak  stimu- 
lation. The  mechanism  is  so  sensitive  that  handling  of  the  nerve,  unless 
accomplished  with  the  utmost  precaution,  causes  constriction.  The 
constrictor  effect  of  epinephriu  has  been  observed  in  eight  different 
experiments  and  constriction  on  direct  stimulation  of  the  nerve  has 
been  observed  in  five.  From  these  experiments  we  have  given  the 
above  characteristic  examples,  and  feel  that  they  present  ample  verifi- 
cation of  the  existence  of  the  large  vasomotor  supply  which  the  ana- 
tomical investigations  of  Ottolenghi  have  indicated. 


Fig.  4.  Vasoconatriction  on  faradic  stimuUtioD  of  the  nerve  to  the  marrow. 
Stimulus  applied  between  A  and  B.  Upper  line:  drop  recorder.  Lower  line: 
chronograph  recording  two  second  intervala. 

Our  present  studies  indicate  that  this  intense  nervous  control  has  a 
marked  influence  on  the  cellular  output  of  the  marrow  and  experiments 
dealing  with  this  aspect  of  the  work  are  now  in  progress. 

CONCLUSIONS 

o.  A  method  of  perfusing  the  bone  marrow  is  described. 

6.  The  existence  is  demonstrated  of  vasomotor  nerves  to  the  marrow. 
These  nerves  respond  on  electrical  stimulation  and  on  injection  of  epi- 
nephrin  by  causing  vasoconstriction. 
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Haemoirhage  lowers  blood  pressure,  but  the  fall  in  pressure  is  not 
invariably  proportionate  to  the  amount  of  blood  lost.  As  is  stated  by 
Pilcher  and  SoUmann,  the  relation  of  the  fall  of  blood  pressure  to  the 
amount  of  blood  lost  varies  in  each  animal,  but  the  median  type  is 
approached  more  or  leas  closely  in  each  case.  As  is  further  stated  by 
the  same  authors,  the  low  blood  pressure  level,  or  the  blood  pressure 
in  shock,  depends  chiefly  on  the  amount  of  blood  lost  and  not  to  an 
important  degree  on  the  rapidity  of  the  haemorrhage  (1). 

In  performing  the  experiments  that  will  be  referred  to  in  this  paper 
we  were  actuated  by  a  desire  to  learn  just  what  results  could  be  hoped 
for  in  endeavoring  to  restore  the  blood  pressure  to  normal  after  haemor- 
rhage. For  experimental  purposes  rabbits  were  used.  They  were 
anaesthetized  by  the  administration  through  the  stomach  tube  of  1.5 
cc.  of  paraldehyde  per  kilogrun  of  body  weight.  The  haemorrhage  was 
accomplished  by  withdrawing  from  the  femoral  artery  blood  in  the  pro- 
portion of  5  cc.  per  kilogram  of  body  weight,  and  continuing  to  with- 
draw equal  amounts  until  the  blood  pressure  was  reduced  to  the  desired 
level.  Intravenous  injections  of  normal  saline  solution  were  then 
made  in  amounts  sometimes  less  than,  in  others  equal  to,  and  in  still 
others  greater  than,  the  amount  of  blood  lost. 

In  general  it  may  be  stated  that  removal  from  the  circulation  of  5 
cc.  of  blood  per  kilogram  is  without  inBuence  on  the  blood  pressure. 
Upon  the  withdrawal  of  the  second  portion  of  5  cc.  per  kilogram  blood 
pressure  begins  to  fall  and  there  is  a  fairly  constant  fall  of  pressure 
with  the  removal  of  each  successive  portion  until  20  cc.  or  25  cc.  per 
kilogram  have  been  withdrawn.  The  fall  of  blood  pressure  with  the 
loss  of  each  5  cc.  of  blood  per  kilogram  averages  6  mm.  of  mercury 
(Group  1).  After  20  cc.  or  25  cc.  per  kilogram  have  been  removed 
the  loss  of  more  blood  causes  a  more  rapid  fall  in  pressure.     At  this 
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point  we  found  that  each  5  cc.  of  blood  lost  per  kilogram  caused  an 
average  fall  in  blood  pressure  of  10  mm.  (Group  2),  and  when  35  cc.  to 
40  cc.  per  kilogram  had  been  lost  the  animal  was  in  a  condition  of  shock 
with  a  blood  pressure  varying  in  different  animals  from  22  mnjn,  to  35 
mm.  of  mercury. 

If  nonual  saline  solution  be  injected  during  the  first  stage  of  haemor- 
rhage, that  is  while  the  blood  pressure  is  falling  slowly,  there  is  a  rapid 
and  permanent  return  to  normal.  This  may  be  seen  by  reference  to 
the  tabulated  report  of  group  1. 
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The  first  blood  pressure  recorded  is  that  at  the  beginning  of  the 
experiment,  before  any  blood  had  been  withdrawn.  The  figures  given 
for  blood  pressure  represent  millimetres  of  mercury. 

If  the  injection  of  normal  saline  solution  be  made  during  the  second 
L-tage  of  haemorrhage,  that  ia  during  the  period  of  rapid  fall  in  blood 
pressure,  the  permanent  return  of  pressure  to  normal  can  be  accom- 
phshed,  but  the  response  is  much  slower  than  in  the  first  stage.  Imme- 
diately following  the  sahne  infusion  the  pressure  rises  20  mm.  or  even 
30  mm.  In  one  case  it  rose  38  mm.  After  the  initial  rise  the  retiu-n 
to  normal  is  slow  and  requires  from  twenty-four  hours  to  forty-eight 
hours. 
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If  the  injection  of  saline  solution  be  deferred  until  the  third  stage  of 
haemorrhage,  i.e.,  until  collapse  has  occurred,  the  possibility  of  bring- 
ing about  a  permanent  restoration  of  blood  pressure  is  remote.  The 
Srst  effect  of  the  saline  injection  is  a  rise  of  pressure,  this  rise  usually 
being  about  10  mm.,  though  in  one  case  that  will  be  referred  to  again 
it  was  20  mm.  Repeated  injections  of  large  amounts  of  saline  solution 
were  without  further  effect  under  these  conditions  except  in  the  case 
mentioned.  In  this  case  the  method  followed  was  the  same  as  in  four 
others.  Blood  pressure  was  reduced  to  45  mm.  of  mercury  by  successive 
bleedings,  the  total  amount  of  blood  lost  being  40  cc.  per  kilogram. 
Prompt  administration  was  made  of  50  cc.  of  saline  solution  per  kilo- 
gram with  rise  in  blood  pressure  of  20  mm.  As  the  blood  pressure 
began  to  decline  a  further  injection  of  50  cc.  of  saline  solution  per 
kilogram  was  given.  A  third  injection  of  30  cc.  per  kilogram  was  made 
with  the  result  that  there  was  a  gradual  return  to  normal.  The  course 
of  this  experiment  ia  shown  in  group  3,  experiment  C4.  The  four 
other  animals  that  suffered  loss  of  the  same  amount  of  blood,  except 
C2  which  was  bled  to  the  extent  of  35  cc.  per  kilogram,  were  treated 
in  the  same  way  and  showed  an  initial  rise  of  pressure  of  10  mm.  as  an 
average.  This  soon  began  to  decUne  and  repeated  injections  of  saline 
solution  were  without  effect. 
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In  group  3  cats  were  used  instead  of  rabbits.  They  were  anaesthe- 
tized by  the  administration  of  ether  by  inhalation.  The  initial  blood 
pressure  was  higher  than  in  the  rabbits,  but  the  results  are  comparable 
with  those  obtained  in  the  first  two  groups  of  experiments.  At  first 
rabbits  were  tried  but  they  succumbed  ver>'  quickly  after  the  removal 
of  35  cc.  or  40  cc.  of  blood  per  kilogram.  Then  cats  were  resorted  to 
with  slightly  better  results  as  has  been  recorded. 
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Pilcher  and  SoUmaim  explain  the  lise  in  blood  pressure  as  due  to 
stimulation  of  the  vaso-motor  centre  causing  vaso-constriction.  They 
state  that  the  vaso-motor  centre  is  not  affected  by  infusion  of  saline 
solution  if  the  blood  pressure  be  60  mm,  of  mercury  or  above,  but  that 
when  the  blood  pressure  is  below  60  mm,  the  vaso-motor  centre  may  be 
stimulated  by  such  injections  (2).  The  author's  results  corroborate 
this  assertion,  at  least  so  far  as  the  influence  of  saline  infusions  when 
the  blood  pressure  is  below  60  mm.  is  concerned.  'No  attempt  was  made 
to  deterniine  the  effect  of  intravenous  administration  of  saline  solution 
at  higher  blood  pressure  levels  as  the  experiments  were  undertaken  for 
a  different  purpose.  The  object,  as  already  stated,  was  to  determine 
what  could  be  hoped  for  in  the  way  of  restoring  blood  pressure  and 
maintaining  the  circulation  in  cases  of  haemorrhage  of  varying  degrees 
of  severity.  From  these  observations  we  draw  the  conclusion  that  so 
long  as  the  haemorrhage  has  not  been  great  enough  to  reduce  blood 
pressure  to  the  "shock  level"  gratifying  results  may  be  hoped  for  from 
the  intravenous  administration  of  normal  salt  solution.  When  the 
blood  pressure  has  reached  the  level  of  shock,  30  mm,  to  50  mm.,  restor- 
ation of  blood  pressure  and  maintenance  of  the  vital  functions  of  the 
ot^nism  are  a  possibility,  but  cannot  be  expected  with  any  certainty. 
In  general  it  can  be  stated  that  in  haemorrh^e  injection  of  amounts 
of  saUne  solution  in  excess  of  the  amount  of  blood  lost  will  give  the 
best  results;  in  severe  cases  the  use  of  large  amounts  of  normal  salt 
solution,  50  cc,  to  100  cc.  per  kilogram  of  body  weight,  is  most  likely 
to  be  attended  by  a  successful  outcome. 
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The  usual  view  of  the  atnicture  of  the  fibrin-^1  is  that  it  is  com- 
posed of  a  fine  reticulum  of  fibrin-threads,  holding  the  water  within  its 
meshes.  A  reticulum  of  this  character  can  be  seen  in  fact  with  the 
microscope  in  a  drop  of  coagulated  blood  as  was  first  described  by 
Ranvier,  but  recent  observations  demonstrate  that  this  is  not  the  pri- 
mary mode  of  formation  of  the  gel:  This  traditional  fibrin  net-work 
must  be  regarded  as  an  artifact  caused  by  mechanical  tension  or  pres- 
sure exerted  in  the  preparation.  StUbel  (1),  making  use  of  the  dark 
field  illumination  discovered  that  in  clotting  the  fibrin  is  deposited  as 
separate  nedles  or  crystals.  The  author  (2),  who  was  at  the  same  time 
studying  the  process  of  clotting  with  the  ultramicroscope,  making  use 
of  the  slit-form,  was  able  promptly  to  confirm  and  extend  Stiibel's 
discovery.'  The  object  of  the  present  paper  is  to  report  further  obser- 
vations upon  the  structure  and  formation  of  the  fibrin-gel. 

THE   CHYSTALLINE   GEL 

The  mode  of  formation  of  the  fibrin  needles  was  observed  in  most 
cases  by  using  the  clear  cell-free  plasma  obtained  by  centrifugaliz- 
ii^  oxalated  mammaliim  blood.  To  specimens  of  this  plasma  throm- 
bin, in  saline  solution,  was  added  and  the  mixture  was  then  intro- 
duced into  the  ultramicroscope  cell  for  observation.    The  thrombin, 

'  Hekma  (InternatioDaleH  ZeitBch.  f.  phyaikalisch-chemiecbe  Biologie,  1915, 
2,  35i)  calls  attention  to  the  fact  that  fibrin  needles  were  observed  many  years 
ago  by  Schimmelbusch  (Virchow's  Archiv,  1885,  101,  201).  He  described  them  as 
very  thin  spindle-shaped  needles,  5  to  20  micrs  long,  which  are  formed  independ- 
ently of  the  corpuscular  elements  of  the  blood.  Hia  obeervations  were  overlooked 
apparently  or  were  not  confirmed  by  subsequent  workers,  but  hia  figures  show  that 
he  was  dealing  with  the  same  structure  whose  existence  is  now  revealed  so  easily 
and  ao  unmistakably  with  the  aid  of  the  ultramicroscope. 
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prepared  by  a  method  previously  described  (3),  was  kept  in  dried 
condition,  a  small  portion  being  dissolved  for  use  when  needed.  The 
mixture  of  oxalated  plasma  and  thrombin  clotted  in  a  shorter  or  longer 
time  according  to  the  concentration  of  thrombin  used,  and  it  was  easy 
to  choose  such  a  concentration  as  would  induce  clotting  in  a  convenient 
time  for  observation.  The  oxalated  plasma  when  possible  was  ob- 
tained from  fasting  animals  and  was  therefore  free  from  noticeable 
amounts  of  fat.  Under  the  ultramicroscope  it  showed  scattered  large 
particles,  probably  fat  granules,  and  a  luminous  cone,  marking  the 
beam  of  light,  in  which  no  visible  particles  could  be  distinguished. 
The  colloidal  material  in  the  plasma  exists,  therefore,  in  a  degree  of 
dispersion  not  resolvable  by  the  ultramicroscope,  the  particles  coming 
under  the  general  designation  of  amicrons.  The  thrombin  solutions,  in 
the  concentration  employed,  showed  under  the  ultramicroscope  a 
number  of  scattered  large  particles  which  presumably,  on  account  of 
their  small  number,  are  to  be  considered  as  foreign  material.  For  the 
rest  the  field  was  ahnost  optically  empty  with  a  faint  indication  of  the 
presence  of  a  luminous  cone. 

The  appearances  observed,  when  the  two  solutions  were  mixed  in 
[proportions  sufficient  to  cause  clotting,  varied  according  to  conditions. 
If  the  amount  of  effective  thrombin  was  for  any  reason  insufficient  to 
cause  prompt  or  complete  clotting  one  might  observe  first  a  certain 
increase  in  the  luminosity  of  the  opalescent  cone,  and  later  separate 
minute  needles  of  fibrin  appeared  here  and  there  in  the  field,  coming 
into  view  quietly  and  floating  slowly  in  one  direction  or  another.  If  the 
I'ljtting  was  imperfect  these  needles  never  became  numerous  enough 
to  cohere  into  a  solid  mass.  Under  such  cu-cumstances  the  mixture 
when  removed  from  the  observation  cell  would  show  no  visible  clot. 
If,  however,  the  amount  of  thrombin  was  sufficient  to  give  a  perceptible 
clot  the* formation  of  needles,  once  it  had  begun,  would  proceed  steadily 
until  they  formed  a  meshwork  of  intermingled  crystals.  In  mixtures 
that  clotted  firmly  in  from  five  to  ten  minutes  the  formation  of  the 
crystals  began  somewhat  suddenly  over  the  whole  field  and  proceeded 
rapidly  until  the  field  was  converted  into  a  mass  of  the  intermeshed 
needles.  The  intermediate  steps  in  the  formation  of  the  needles  were 
followed  most  successfully  when  the  plasmas  were  much  diluted  with 
salt  solution  (sodium  chloride  0.9  per  cent)  or  when  fibrinogen  solu- 
tions were  employed  in  place  of  the  oxalated  plasma.  Under  these 
conditions  the  steps  that  could  be  made  out  were  as  follows.  First,  an 
intensification  of  the  luminosity  of  the  opalescent  cone,  which  we  may 
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assume  was  due  to  a  beginnii^  aggregation  of  the  amicrons  into  par- 
ticles of  larger  size.  Second,  a  gramilation  of  the  whole  field.  Bril- 
liant shimmering  particles  appeared  throughout  the  whole  cone,  and 
these  particles  exhibited  not  only  the  usual  Browuian.  movements 
shown  by  particlea  of  such  size,  but  in  many  cases  also  abrupt  almost 
jumping  movements  which  took  them  into  or  out  of  focus  and  gave 
to  the  whole  field  the  appearance  of  an  agitated  scintillating  mass. 
The  particles  rapidly  assumed  the  visible  fihape  of  small  rods,  like  short 
bacilli,  and  then  grew  into  the  longer  acicular  crystals.  With  the  in- 
crease in  size  the  abrupt  and  the  Brownian  movements  were  dimin- 
ished and  the  final  picture  was  the  mass  of  brilliant  stationary 
needles  closely  intermeshed.  The  inference  to  be  made  from  these 
appearances  is  that  the  fibrin  needles  are  formed  by  the  ^^egation 
of  the  amicrons  of  the  fibrinogen  solutions,  and  that  in  this  aggre- 
gation or  precipitation  imder  the  influence  of  the  thrombin  a  vectorial 
force  is  brought  into  play  which  controls  the  agglutination  of  the 
particles  into  definite  crystal-like  needles.  Fibrinogen  may  be  pre- 
cipitated out  of  its  solutions  in  various  ways,  by  the  action  of  heat, 
of  neutral  salts,  dilute  acids,  etc.,  but  in  all  such  cases  the  fibrinogen 
particles  are  aggregated  into  amorphous  clumps,  whereas  under  the 
influence  of  thrombin  the  particles  are  arranged  in  accordance  with  a 
directive  force  which  is  developed  in  the  interaction  of  the  thrombin 
and  the  fibrinogen. 

The  deposition  of  fibrin  needles  when  oxalated  plasma  is  clotted 
with  thrombin  has  been  observed  with  hundreds  of  specimens  of  blood 
from  human  beings  under  normal  and  patbolc^cal  conditions  and  from 
various  mammals.  An  objection  may  be  made  possibly  to  the  use  of 
the  isolated  thrombin  En  these  cases  and  some  doubt  may  be  raised  as  to 
whether  or  not  the  thrombin  as  it  normally  occurs  in  the  blood  has  a 
similar  action. 

To  meet  this  possible  objection  the  followii^  methods  were  employed 
to  insure  the  clotting  of  the  plasma  by  means  of  its  own  thrombin. 

1.  The  blood  as  it  flowed  from  the  artery  was  received  into  a  20 
per  cent  solution  of  sodium  or  potassium  chloride  in  proportions  to 
yield  a  mixture  contain  5  per  cent  of  the  salt  used.  This  concentration 
of  salt  prevents  coagulation.  The  mixture  may  be  centrifugahzed  to 
obtain  a  cell-free  plasma  and  this  plasma  clots  readily  on  simple  dilution 
with  water.  Specimens  of  this  kind  observed  under  the  ultramicro- 
acope  showed  a  typical  deposition  of  fibrin-needles. 

2.  Oxalated  and  centrifugaUzed  plasmas  clot  readily  and  firmly  on 
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the  addition  of  a  euitable  amount  of  calcium  chloride.  If  the  amount 
of  calcium  chloride  is  properly  chosen  the  resulting  precipitate  of  cal- 
cium oxalate  may  be  centrifugalized  off  and  the  clear  supernatant 
plasma  may  be  introduced  into  an  observation  cell  before  clotting  occurs. 
When  the  clot  forms  under  these  conditions  it  is  accompanied  by  a  dense 
deposition  of  fine  needles. 

3.  Slow  clotting  bloods,  such  as  that  of  the  bird,  may  be  centrifi^al- 
ized  to  remove  corpuscles,  and  the  clear  plasma  which  clots  spontane- 
ously after  a  long  time,  may  be  introduced  into  the  cell  for  observation 
under  the  ultramicroscope.  Here  also  the  clot  when  it  forms  is  found 
to  consist  of  a  meahwork  of  fibrin  needles. 

There  can  be  no  doubt  therefore  that  the  normal  process  of  clotting, 
in  the  mammalian  blood  at  least,  results  in  the  formation  of  needle-like 
crystals  of  fibrin,  which  are  formed  separately  but  which  later  become 
intermeshed  and  possibly  fused  together.  The  normal  blood-clot  is  a 
crystalline  gel.  It  is  a  matter  of  interest  to  inquire  whether  the  clot 
shows  this  structure  iu  the  blood  of  all  animals.  I  have  examined  the 
blood  of  several  mammalia  (man,  dog,  cat,  rabbit,  horse,  pig),  of  the 
bird  (hen),  of  the  reptile  (terrapin)  and  of  the  invertebrate,  the  crab. 

Among  the  mammals  it  can  be  shown  easily,  by  the  methods  given 
above,  that  normal  clotting  consists  in  a  deposition  of  fibrin  needles, 
but  undoubtedly  the  process  is  more  easily  disturbed  or  altered  in  some 
bloods  than  in  others.  For  example,  when  the  plasma  (oxaJated  and 
centrifugalized)  of  the  .cat's  blood  is  diluted  four  times  or  more  with 
saline  (0.9  per  cent  sodium  chloride)  and  then  clotted  with  thrombin  a 
structureless  clot  may  be  obtained  in  which  no. fibrin  needles  occur, 
particularly  if  the  amount  of  thrombin  is  large  enough  to  cause  prompt 
clotting.  With  dog's  blood  or  human  blood  on  the  contrary  dilution 
even  a  hundredfold  with  saline  causes  no  such  effect;  up  to  a  high  de- 
gree of  dilution  addition  of  thrombin  causes  the  formation  of  needles, 
indeed  the  detaiJs  of  the  process  of  formation  of  these  needles  can  be 
seen  more  clearly  in  some  respects  when  the  plasma  is  highly  diluted. 
In  the  blood  of  the  bird  and  the  terrapin  some  difficulty  is  found  in 
inducing  coagulation  conveniently  in  the  oxalated  and  cell-free  plasmas. 
As  is  well  known  the  bloods  of  these  animals  clot  very  slowly,  when  pro- 
tected from  any  admixture  with  tissue-juice,  owing,  as  the  author  be- 
lieves, to  the  relatively  large  excess  of  antithrombin  present.  Owing  to 
this  excess  of  antithrombin  the  centrifugalized  oxalated  plasma  of 
such  bloods  does  not  clot  readily  upon  the  addition  of  thrombin  solu- 
tions, and  the  animal's  own  blood  serum  is  even  less  satisfactory  for 
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this  purpose,  since,  unless  perfectly  fresh,  it  may  contain  no  effective 
thrombin.  The  thrombin  in  the  sera  of  these  animals  passes  into  the 
ineSFective  metathrombin  stage  much  more  quickly  than  in  the  case  of 
mammalian  blood.  In  a  number  of  ways  however  it  may  be  demon- 
strated that  the  reptilian  and  the  avian  blood  like  the  mBtnirtflli^n 
blood  gives  fibrin  crystals  on  clotting.  The  most  conclusive  proof 
that  this  constitutes  the  normal  clot  in  these  bloods  is  obtained  by 
allowing  them  to  clot  spontaneously  in  the  ultramicroscope  chamber. 
By  using  paraffined  canulas  and  receptacles  the  blood  of  the  hen  or 
terrapin  can  be  drawn  off  and  centrifugahzed  without  clotting.  The 
normal  cell-free  plasma  may  then  be  pipetted  off,  placed  in  the  obser- 
vation cell  and  allowed  to  clot  spontaneously.  Under  such  circum- 
stances the  clot  shows  a  typical  crystalline  structure  as  in  the  case  of 
mammalian  blood.  When  oxalated  bird's  plasma  was  used,  after 
centrifugalization,  and  the  thrombin  was  added  in  the  usual  manner  no 
clotting  en  masse  was  obtained  owing  to  the  large  amount  of  anti- 
thrombin  present.  But  although  in  such  a  specimen  no  visible  gel 
was  formed,  nevertheless,  in  the  ultramicroscope  chamber  it  could  be 
observed  that  separate  fibrin  needles  were  deposited.  In  accordance 
with  the  slowness  with  which  the  process  occurred  these  needles  were 
unusually  long,  but  they  were  scanty  in  number  and  entirely  separate 
floating  slowly  into  and  out  of  the  field  of  vision.  Fibrinogen  prepared 
from  the  oxalated  plasma  of  the  bird  or  terrapin  by  the  usual  method 
of  successive  precipitations  by  half-saturation  with  sodium  chloride 
gave  a  typical  crystalline  gel  upon  the  addition  of  thrombin,  pro- 
vided at  least  two  precipitations  were  made  of  the  fibrinogen  with  the 
usual  precautions  of  washing  the  precipitate.  The  fibrinogen  obtained 
by  a  single  precipitation  of  the  plasma  might  fail  to  give  a  clot  with 
thrombin,  owing  no  doubt  to  the  excess  of  antithrombin  present  in  the 
original  plasma  and  still  contained  in  the  first  precipitate  of  fibrinogen. 
These  results  it  may  be  noted  give  a  strikii^  proof  of  the  non-specificity 
of  thrombin.  The  thrombin  used  was  prepared  in  all  cases  from  the 
fibrin  of  pig's  blood  and  it  was  effective  in  causing  a  typical  crystalline 
gel  with  the  plasma  or  the  fibrinogen  from  any  other  mammalian  blood 
or  apparently  with  the  blood  of  any  vertebrate  animal.  It  should  be 
stated  however  that  in  the  plasma  of  both  the  bird  and  the  terra|Hn 
the  fibrinogen  can  be  altered  or  denatured  more  readily  than  in  the 
case  of  the  mammalian  blood.  Simple  dilution  of  the  plasma  or,  in  the 
case  of  the  bird,  the  presence  of  much  fat  in  the  blood  seemed  to  alter 
the  fibrinogen  so  that  the  gel  produced  by  thrombin  differed  in  its 
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physical  propertiea  and  ultramicroscopic  structure.  Fibrinogen  is  an 
unstable  protein  which  is  readily  denatured  to  a  greater  or  less  extent 
by  variations  in  reaction  and  charts  of  other  kinds,  and  it  would 
seem  that  in  this  susceptibility  to  alteration  in  properties  the  fibrinogen 
of  the  bird  and  reptilian  blood  is  more  unstable  than  the  similar  protein 
occurring  in  mammalian  blood. 

While  all  of  the  vertebrate  bloods  examined  give  a  crystalline  gel 
when  the  conditions  of  clotting  are  normal  this  was  not  found  to  be  the 
case  in  the  blood  of  the  crab.  The  blood  of  this  animal  gives  a  firm 
clot  when  removed  from  the  body.  If  a  specimen  of  the  blood  is  taken 
from  the  heart  by  meansof  a  syringe  and  transferred  to  the  observation 
cell  normal  clotting  occurs  and  the  structure  of  the  clot  may  be  exam- 
ined ultramicroscopically.  Specimens  obtained  in  this  way  showed  no 
structure  whatever.  There  were  a  few  scattered  large  particles,  but 
the  blood  before  and  after  setting  to  a  gel  showed  simply  a  luminous 
cone  in  which  no  visible  particles  could  be  m&de  out.  The  gel  was 
wholly  structureless  so  far  as  the  ultramicroscope  could  determine. 
Since  the  crab's  blood  gives  an  alkaUne  reaction  it  was  thought,  in  ac- 
cordance with  the  facts  described  in  the  next  paragraph,  that  this 
might  explain  the  lack  of  structure  in  the  clot,  and  that  in  a  neutral  or 
slightly  acid  reaction  fibrin  needles  similar  to  those  of  mammalian  blood 
might  be  obtained.  In  one  experiment  therefore  decinonnal  hydro- 
chloric acid  was  added  to  the  blood  taken  from  the  heart  in  the  pro- 
portion of  three  drops  of  the  acid  to  1  cc.  of  the  blood.  The  acid  causes 
an  abundant  precipitate  in  which  the  corpuscles  are  entangled.  By 
filtering  a  clear  liquid  is  obtained  which  takes  on  a  blue  color  and  soon 
sets  to  a  stiff  non-retractile  clot.  Specimens  of  this  plasma  allowed  to 
coagulate  in  the  observation  cell  gave  a  clot  which  exhibited  a  fine 
granular  structure,  the  particles  showing  some  tendency  to  form  short 
beaded  threads.  There  was  however  no  indication  of  the  formation  of 
fibrin  needles  such  as  are  given  by  the  vertebrate  blood.  That  there  is 
an  essential  difference  in  the  properties  of  the  fibrinogens  of  vertebrate 
and  invertebrate  (crab)  blood  is  shown  also  by  their  reactions  with 
thrombin.  The  blood  of  the  vertebrates,  so  far  as  I  have  examined 
them,  show  little  or  no  indication  of  a  specificity  in  regard  to  thrombin. 
The  oxalated  plasma  or  the  isolated  fibrinogen  of  any  of  these  bloods  is 
readily  clotted  by  the  pig's  thrombin,  although  in  the  case  of  the 
plasmas  of  the  bird  and  the  reptile  it  may  be  necessary  to  neutralize 
the  excess  of  antithrombin  by  the  addition  of  thromboplastic  material 
(kephalin  solution).     Crab's  blood  or  fibrinogen  prepared  from  it  by 
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the  uaual  method  is,  on  the  contrary,  wholly  unaffected  by  the  mai 
lian  (pig)  thrombin  used  in  these  experiments.  The  process  of  blood 
coagulation  among  the  vertebrates  is  essentially  the  same  throughout, 
although  minor  differences  in  the  properties  or  reactions  of  the  fibrin- 
factors  may  be  demonstrated  in  the  different  members,  but  among  tJie 
invertebrates,  if  we  may  generalise  from  the  results  with  crab's  blood, 
the  fibrin  factors  are  of  a  different  character  and  the  gel  formed  by  their 
interaction  has  a  different  structure. 

THE  STRUCTURELESS   QEL 

Under  certain  conditions  mammaliaa  fibrinogen  may  be  made  to 
give  a  structureless  gel  with  thrombin.  The  gel  in  these  cases  is  char- 
acterized by  an  entire  lack  of  structure  under  the  ultramicroscope,  by 
its  transparent  appearance,  by  a  diminution  in  or  entire  lack  of  re- 
tractiUty  and  by  its  easier  solubility  in  dilute  acids.  I  have  been  able 
to  obtain  these  structureless  gels  by  several  different  methods  which 
may  be  described  briefly. 

1.  By  the  action  of  alkaUea.  Fibrinogen  solutions  that  give  a  typical 
crystalline  gel  with  thrombin  may  be  made  to  give  a  structureless  gel 
if  treated  with  a  dilute  solution  of  sodium  carbonate  or  sodium  bicar- 
bonate in  amounts  sufficient  to  give  an  alkaline  reaction  on  the  addition 
of  phenolphthalein.  If  the  amoimt  of  alkali  added  is  too  large  or  it  is 
allowed  to  act  for  too  long  a  time  the  fibrinogen  may  be  so  altered  that 
it  will  fail  to  clot  at  aH  with  thrombin,  but  with  the  proper  d^ree  of 
alkalinity  the  formation  of  a  clear  structureless,  non-retractile  clot 
may  be  obtained  readily.  The  same  alteration  in  the  fibrinogen  may 
be  produced  by  adding  sodium  carbonate  (NaiCOt  0.26  per  cent)  to 
oxalated  blood  plasma.  In  this  case  much  more  of  the  carbonate  must 
be  added  to  obtain  a  distinct  alkaline  reaction  with  the  phenolphthalein. 
In  both  cases,  whether  the  oxalated  plasma  or  the  fibrinogen  solution  is 
used,  the  fibrinogen  may  be  restored  to  its  original  condition  in  which 
it  yields  a  crystalline  gel  with  thrombin  by  simply  precipitating  it 
from  its  solutions  with  dilute  acid  or  strong  solutions  of  sodium  chloride 
and  redissolving  the  precipitate  in  a  dilute  (1  per  cent)  solution  of  so- 
dium chloride,  in  the  latter  case,  or  by  the  addition  of  a  drop  or  two  of 
weak  alkali  (HNaCO),  0.5  per  cent)  in  the  former  case. 

2.  By  standing.  If  the  oxalated  and  centrifugalized  plasma  is 
allowed  to  stand,  in  a  refrigerator,  for  several  days  the  fibrinogen  is 
altered  so  that  on  addition  of  thrombin  a  structureless  gel  is  formed. 
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The  time  necessary  for  this  change  to  occxir  varieB  with  individual 
bloods,  usually  it  requires  from  five  to  sevea  days,  but  it  may  take  place, 
with  cat's  blood  especially,  in  as  short  a  time  as  seventy-two  hom^. 
As  in  the  case  of  the  alkali  treatment  prolonged  standing  results  in  a 
more  complete  denaturing  of  the  fibrinogen  so  that  it  fails  to  clot  at 
all  with  thrombin.  In  the  intermediate  stage  in  which  it  gives  a 
structureless  clot  the  fibrinogen  of  the  plasma  may  be  restored  to  its 
original  normal  condition  by  precipitation  with  neutral  salts  or  weak 
acid  and  appropriate  resolution. 

3.  By  diluii&n.  As  mentioned  above  cat's  plasma  if  diluted  about 
fourfold  with  saline  (sodium  chloride  0.9  per  cent)  undergoes  this  al- 
teration, especially  if  the  proportion  of  thrombin  used  is  large.  Human 
and  dog's  plasmas  are  not  aSected  in  the  same  way  by  dilution.  The 
fibrinogen  precipitated  from  the  cat's  plaana  is  not  altered  in  its 
properties  by  simple  dilution. 

4.  By  drying.  The  author  has  made  frequent  use  of  dried  plasmas  in 
his  experiments.  They  are  prepared  by  dialysing  the  oxalatedand  cen- 
trifugalized  plasma  against  a  large  voliune  of  saline  (sodium  chloride 
0.9  per  cent)  to  get  rid  of  the  excess  of  oxalate,  and  then  drying  down 
the  dialyzed  plasma  in  small  lots  in  watch  glasses.  The  dried  speci- 
mens are  kept  in  a  desiccator.  They  undergo  a  gradual  deterioration 
with  time.  When  freshly  prepared  they  dissolve  readily  in  saline 
solution  and  give  a  firm  clot  on  the  addition  of  thrombin.  In  fresh 
specimens  the  clot  may  show  fibrin  needles  more  or  less  perfectly 
formed.  Later  the  clots  pass  into  the  structureless  variety  and  in 
specimens  that  have  been  kept  in  the  desiccator  for  many  months  the 
fibrinc^n  becomes  so  altered  that  it  gives  only  an  imperfect  clot  or 
none  at  all  when  thrombin  is  added.  With  the  freshly  [N*epared  ma- 
terial it  was  often  observed  that  solutions  made  with  distilled  water 
gave  a  crystalline  gel  with  tJut}mbin  while  those  made  with  a  solu- 
tion of  sodium  chloride  gave  a  structureless  gel.  The  excess  of  sodium 
chloride  seemed  to  act  as  a  weakalkali.  In  this  last  case  if  the  solution 
in  sodium  chloride  was  precipitated  with  weak  acid  and  redissolved  by 
the  addition  of  weak  alkali  it  would  show  fibrin  needles  when  thrombin 
was  added. 

5.  By  the  adminiairaium  of  emetin  chloride  or  of  oxidized  epinephrin. 
In  the  course  of  experiments  made  by  Drs.  Levy  and  Rowutree  (4) 
upon  the  effect  of  intravenous  injections  of  emetin  chloride  it  was 
noticed  in  some  cases  that  the  blood  taken  just  before  death  not  only 
showed  delayed  and  imperfect  coagulation  but  gave  also  a  non-retractile 
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clot.  Some  of  this  blood  was  therefore  oxalated  and  centrifugalised 
and  the  clear  plasma  was  clotted  with  thrombin  in  the  observation 
ceU.  In  some  caaes  fibrin  needles  more  or  less  imperfect  were  obtained, 
while  in  other  cases  the  clot  showed  no  structure  and  these  last  cases 
-were  the  ones  in  which  the  clot  also  exhibited  loss  of  retractility. 

Somewhat  similar  results  were  obtained  in  a  series  of  experiments 
made  with  Mr.  Sosman  upon  the  effects  of  intravascular  injections  of 
oxidized  epinephrin.  While  lethal  doses  of  epinephrin  had  no  unifornt 
effect  upon  the  coagulation  of  the  blood,  injections  of  a  certain  oxida- 
tion product  caused  a  marked  delay  in  the  time  of  coagulation  and  in 
some  cases  so  changed  the  fibrinogen  that  a  structureless  instead  of  a 
crystalline  clot  was  obtained  by  adding  thrombin  to  the  oxalated 


In  both  of  these  cases  of  intoxication  the  blood,  as  tested  with  neu- 
tral red,  gave  indications  of  the  development  of  a  condition  of  acidosis, 
but  this  condition  could  not  have  caused  directly  the  change  in  fibri- 
nogen. Acidosis  produced  in  other  ways  was  not  attended  by  any 
alteration  in  the  structure  of  the  clot. 

These  observations  were  of  a  more  or  less  incidental  character  and 
were  not  extended  by  experiments  with  other  organic  bases,  but  they 
suggested  the  possibihty  that  in  some  pathological  conditions  in  man  a 
similar  change  in  the  character  of  the  clot  might  occur.  With  this 
idea  in  mind  observations  were  made  upon  the  blood  of  a  great  variety 
of  patients  in  the  Johns  Hopkins  Hospital.  The  blood  was  collected 
by  venepuncture,  oxalated  and  ceutrifugahzed,  and  the  clear  plusma 
was  then  clotted  in  the  observationcellby  the  addition  of  a  soliition  of 
thrombin.  The  results  need  not  be  described  in  detail  as  they  w«e 
wholly  negative.  In  all  the  pathological  bloods  examined  so  far,  in- 
cluding cases  of  pernicious  anemia,  cardiac  and  renal  cases,  typhoids, 
pneumonias,  hemophilics,  purpurics,  secondary  anemias,  etc.,  the 
blood  plasma  on  clotting  gave  a  typical  crystalline  gel. 

Of  the  several  methods  enumerated  above  by  means  of  which  the 
fibrinogen  was  so  altered  as  to  give  a  structureless  gel  with  thrombin 
the  simplest  is  the  first  in  which  the  hydroxyl-ion  concentration  was 
increased.  It  is  possible  that  in  the  other  methods  the  same  end  re- 
sult was  obtained.  An  increase  in  hydrogen-ion  concentration  leads 
to  an  increasing  aggregation  and  finally  a  precipitation  of  the  col- 
loidal particles  of  fibrinc^en.  Thrombin  added  at  any  time  short  of 
the  actual  precipitation  gives  fibrin  needles  and  a  crystalline  gel. 
An  increase  in  hydroxyl-ion  concentration  on  the  contrary  causes  a 


d  by  Google 


FIBRIN-QEL   AND   THEORIES   OF  OEL-FOBMATIOIf  535 

greater  degree  of  dispersioD  and  stability  in  the  solution  of  fibrinogen, 
the  gel  formation  with  thrombin  requires  a  longer  and  longer  time  for 
its  completion  and  finally  fails  entirely.  At  some  point  in  this  increas- 
ing alkalinity,  approximately  at  a  hydrogen-ion  concentration  of 
H  =  10~*  the  fibrin  needles  fail  to  appear  and  the  gel  becomes  structure- 
less. In  intermediate  stages  the  needles  lose  their  sharp  outlines,  take 
OD  the  appearance  of  broken  beaded  filaments  or  short  rows  of  gran 
tiles,  while  the  gel  that  is  formed  loses  correspondingly  its  property  of 
prompt  retraction. 

It  is  a  matter  of  interest  in  connection  with  the  problem  of  gel- 
formation  to  call  attention  to  the  fact  that  when  alkali  is  added  to  a 
fibrinc^n  solution  or  a  blood-plasma  in  amounts  sufficient  to  prevent 
the  thrombin  from  causii^  any  visible  clotting  there  may  still  be  an 
effect  in  the  direction  of  a  marked  increase  in  viscosity.  That  is  to 
say  the  thrombin  exerts  an  influence  upon  the  fibrinogen  which  causes 
the  latter  to  unite  with  or  bind  the  water  to  some  extent,  as  shown  by 
the  increase  in  viscosity,  although  for  some  reason,  possibly  an  increased 
degree  of  dispersion,  this  action  does  not  go  far  enough  to  form  an 
actual  gel.     The  following  method  was  used  to  establish  this  fact. 

Specimens  were  used  of  oxalated  and  centrifugalized  plasma  of  the 
d(%  and  of  fibrinogen  prepared  from  this  plasma.  Sodium  carbonate 
was  added  to  the  fibrinogen  solution  and  plasma  in  amounts  sufficient 
to  prevent  the  subsequent  addition  of  thrombin  from  giving  a  visible 
clot  of  any  kind.  The  viscosity  of  these  solutions,  with  and  without 
the  addition  of  thrombin,  was  determined  by  the  use  of  Hirsch  and 
Beck  viscosimeter  tubes  at  a  constant  temperature  and  under  the  ac- 
tion of  gravity.  In  all  cases  the  addition  of  the  thrombin  caused  a 
distinct  increase  in  viscosity.  As  an  example  the  following  case  may 
be  cited. 

Mixture  A.  Oxalated  plasma,  2.5  cc.;  sodium  carbonate,  5  per  cent, 
0.5  cc;  thrombin  solution,  heated  for  5  minutes  at  SO°C.  to  destroy 
its  efficacy,  1  cc. 

Mixture  B.  Oxalated  plasma,  2.5  cc;  sodium  carbonate,  5  per  cent. 
0.5  cc;  thrombin  solution,  1  cc 

These  mixtures  were  allowed  to  stand  for  1  hour,  15  minutes,  and  the 
flow  throi^h  the  viscosimeter  tubes  was  then  measured  at  a  tempera- 
ture of  17.5''C.  Time  of  flow  for  A  =  69  seconds.  Time  of  flow  for 
B  ■=  79  seconds. 

The  specimens  were  allowed  to  stand  for  an  additional  four  hours  and 
determinations  were  again  made,  the  temperature  of  the  bath  being 
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IQ'C.    Time  of  flow  for  A  =  65  Beconda;  Time  of  flow  for  B  =  77 
seconds. 

The  retraction  of  the  fibrin-gel.  The  retractility  or  contraction  of  the 
blood-clot  is  one  of  its  best  known  and  moat  important  properties. 
Various  observers  have  attempted  to  connect  this  property  with  the 
presence  of  blood-plates.  Le  Sourd  and  Pagniez  (5)  state  that  in  the 
blood  of  an  animal  made  plateless  by  immtmiiation  the  clot  loses  its 
power  of  retraction.  But  that  the  plates  have  no  necessary  causal 
connection,  mechanical  or  otherwise,  with  the  retractihty  of  the  clot 
seems  to  be  shown  clearly  by  the  fact  that  cell-free  oxalated  plasmas 
or  solutions  of  pure  flbrinc^n  made  to  clot  by  the  addition  of  thrombin 
show  this  property  to  a  marked  d^ree.  Its  existence  may  be  obscured 
by  the  adhesion  of  the  clot  to  the  walls  of  the  containing  vessel,  but  if 
the  clot  is  loosened  from  the  walls  it  quickly  contracts  forcing  out  a 
clear  serum.  In  normal  blood  the  plates  may  be  connected  indirectly 
with  the  phenomenon  of  contraction  in  that  they  serve  as  a  source  of 
thrombin  and  thromboplastic  substance,  and  the  firmness  and  re- 
tractility of  the  clot  are  increased  with  the  concentration  of  these  fac- 
tors. The  observations  described  above  in  regard  to  the  differences  in 
properties  between  the  crystalline  and  the  structureless  gel  seem  to 
show  that  the  phenomenon  of  contraction,  the  syneresis  of  the  clot, 
is  connected  directly  with  the  existence  of  the  fibrin-needles.  In  the 
wholly  structureless  clot  the  gel  is  soft  and  transparent.  It  divides 
easily  into  pieces  or  fragments  which  may  again  flow  together,  but 
there  is  no  indication  of  retraction  or  the  formation  of  an  expressed 
serum.  The  crystalline  gel  on  the  contrary  shows  always  a  marked 
tendency  to  contract.  Even  in  very  dilute  solutions  in  which  the  fibrin 
is  deposited  as  a  delicate  membrane,  contraction  is  shown  distinctly 
when  the  membrane  is  detached  from  the  walls  or  is  shaken  gently; 
it  shrivels  up  promptly  to  a  much  smaller  membrane-like  structure. 
It  seems  most  probable  that  the  contraction  of  the  normal  clot  is  an 
instance  of  the  gradual  change  or  aging  of  the  colloided  aggregate  and  is 
referable  to  a  process  of  further  condensation  in  the  particles  composing 
the  needles.  Contraction  is  a  phenomenon  exhibited  by  many  gels, 
but  certainly  it  is  much  more  marked  in  the  blood  clot,  especially  of 
the  mammal,  than  in  the  gel  of  gelatine,  agar-agar  or  casein,  or  in  the 
structureless  gel  of  the  crab's  blood.  The  development  in  the  verte- 
brates of  a  fibrinogen  capable  of  yielding  a  crystalline  retractile  gel 
and  the  increasing  perfection  of  this  property  in  the  higher  vertebrates 
are  explicable  possibly  in  terms  of  a  more  perfect  adaptation  of  this 
form  of  clotting  to  the  prevention  of  hemorrhage. 
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CATAPHORESIS   EXPERIMENTS 

The  precipitation  of  fibrinogen  by  thrombin  suggests  a  reaction 
between  oppositely  charged  colloids  and  in  accordance  with  this  sug- 
gestion a  number  of  experiments  were  carried  out  to  detennine  the 
electrical  charges  if  any,  carried  by  these  substances.  The  device 
used  was  essentially  that  described  by  Michaelis  (6).  Connecting 
tubes  were  employed  containing  agar-agar  made  up  in  one  per  cent 
solution  of  sodium  chloride  as  used  by  Field  and  Teague  (7).  See 
Figure  1. 

A  current  of  110  volts  was  used  with  a  current  transmission  vary- 
ing from  1  to  10  milliamperes  accordu^  as  the  outside  tubes,  1  and  2, 
contained  water  or  a  solution 
of  sodium  chloride  (0.9  per 
cent).  The  non-polarizable 
electrode  on  the  positive  side 
was  made  of  silver  immersed 
in  a  solution  of  sodium  chlo- 
ride to  prevent  the  passage 
of  the  silver  ions  into  the 
solution  in  tube  1.  On  the 
negative  side  the  electrode 
combination  was  zinc  and 
zinc  sulphate. 

So  far  as  the  thrombin  is  Fig.  1.  Apparatus  for  Cataphoresis.  Tubes 

concerned  it  was  found  that    ^.^°^  ^  ^"<"'  "'*^  "»'^^  °^  ^'^^  sodium  chlo- 

,    ..  ,  ride  0.9  per  cent.     3  tilled  with  the  oxalated 

in  aqueous  solutions  of  my      ,    _       .       ,  o  <■      <  u      en  j 

^  -^      plasma.     A  and  B  connecting   tubes  filled 

purified  thrombm,  contaimng     .^j^h  agar-agar  made  up  in  aolution  of  aodium 
a  little  sodium  chloride,  some    chloride  0.9  per  cent. 
of    the  thrombin   carried  a 

positive  charge.  That  is  to  say,  after  a  cataphoresis  lasting  for  an  hour 
or  more,  with  water  in  tubes  1  and  2,  thrombin  could  be  detected  in 
tube  2  but  was  absent  from  tube  1.  In  serum,  on  the  contrary,  and 
in  oxalated  plasmas  (prothrombin)  that  is,  in  slightly  alkaUne  media, 
the  thrombin  and  prothrombin  exhibited  a  negative  charge.  They 
could  be  detected  in  tube  1  but  not  in  tube  2.  Since  in  such  media  the 
fibrinogen  also  exhibits  a  negative  charge  it  would  appear  that  the 
precipitation  of  the  fibrinogen  by  the  thrombin  can  not  be  referred  to 
a  reaction  between  oppositely  charged  particles. 

Experiments  of  a  similar  character  made  upon  oxalated  blood- 
plasma  after  centrifugalizing  off  the  corpuscles  have  yielded  some  sug- 
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gestive  results.  In  these  experiments  the  outside  tubes  1  and  2  were 
filled  with  0.9  per  cent  solution  of  sodium  chloride  and  the  current  Irans- 
mission  varied  from  4  to  5  milliamperes.  With  this  arrangement  itwas 
frequently  possible  to  effect  a  separation  of  the  fibrinogen  in  the  plasma, 
some  of  it  going  to  the  negative  and  some  to  the  positive  pole,  indicating 
therefore  the  existence  in  the  plasma  of  some  positively  charged  and 
some  negatively  charged  fibrinogen.  This  separation  was  obtained 
most  certainly  when  the  reaction  of  the  plasma  was  brought  to  or 
toward  the  neutral  point  and  the  current  was  passed  for  a  short  time, 
about  one  hour.  A  drop  of  neutral  red  solution  (0,26  per  cent)  was 
added  to  10  cc.  of  the  plasma  and  then  tt  HCl  until  the  orange  yellow 
color  took  on  a  distinct  reddish  tint.  The  two  kinds  of  fibrinogen  ob- 
tained from  tubes  1  and  2  reacted  quite  differently  to  thrombin.  The 
positively  charged  material  that  had  accumulated  in  tube  2  gave  with 
thrombin  a  flocculent  precipitate  which  in  some  cases  settled  to  the 
bottom,  but  in  other  cases  adhered  to  form  a  membranous  mass  resem- 
blinlg  a  so-called  membranous  clot.  In  no  case  was  there  a  fonnation 
of  a  gelatinous  clot.  Examined  under  the  ultra-microscope  the  material 
in  tube  2  showed  very  numerous  coarse  particles.  Under  the  influence 
of  the  thrombin  these  particles  agglutinated  to  form  clumps  or  short 
strings  in  which  the  separate  particles  were  distinctly  visible.  The 
thrombin  in  this  case  acted  after  the  manner  of  an  a^lutinin.  The 
negatively  charged  material  that  was  carried  over  into  tube  1  gave 
always  with  thrombin  a  gelatinous  clot.  Examined  under  the  ultra- 
microscope  this  clot  exhibited  in  some  cases  the  presence  of  typical 
thrombin  needles,  but  In  other  cases,  especially  with  those  specimens 
of  plasma  which  had  been  neutraUzed  with  dilute  acid,  the  clot  showed 
only  a  few  scattered  short  needles  or  rods.  For  the  most  part  it  was 
structureless  or  showed  only  faint  indications  of  nebulous  masses  in 
which  no  particulate  structure  could  be  made  out.  Its  characteristics 
in  fact  tended  to  approach  those  described  above  as  the  result  of  the 
initial  action  of  alkalies  on  fibrinogen.  The  plasma  remaining  in  tube  3 
at  the  end  of  the  experiment  gave  always  with  thrombin  a  typical 
crystalline  gel.  Theae  results  suggest  that  the  fibrinogen  particles  or 
aggregates  may  adsorb  both  hydrogen  and  hydroxyl  iona.  Adsorption 
of  hydrogen  ions  tends  to  cause  the  precipitation  of  the  fibrinogen  par- 
ticles by  increased  aggregation.  The  aggregates  thus  formed  are  still 
further  influeticed  by  thrombin  to  agglutinate  into  larger  masses,  but 
they  do  not  exhibit  the  property  of  gelatinization.  The  adsorption  of 
hydroxyl  ions  tends  to  the  formation  of  a  structureless  gel.    The  dif- 
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ference  in  reaction  to  thrombin  exhibited  by'these  oppositely  charged 
fibriuogens  suggests  moreover  an  explanation  of  a  peculiarity  in  clotting 
whioh  has  attracted  the  attention  of  many  observers.  In  the  clotting 
of  solutions  of  fibrinc^en  with  purified  thrombin  or  in  the  clotting  of 
specimens  of  plasma  containing  but  little  effective  thrombin,  in  conse- 
quence for  example  of  the  presence  of  excess  of  antithrombin,  it  is 
noticed  often  that  the  clotting  takes  place  in  two  stages.  There  is 
formed  first  a  delicate  membrane  which  on  nhi^lHng  quickly  retracts  to  a 
small  clmnp.  Later  a  gelatinous  clot  forma.  According  to  conditions 
the  interval  of  time  between  the  two  stages  may  be  brief  or  may  amount 
to  an  hour  or  more.  In  tenns  of  the  su|s;e6tioQ  nmde  above  it  may  be 
supposed  that  the  first  stage  represents  an  action  of  thrombin  on  the 
fibrinc^n  particles  that  by  adsorption  of  the  hydrogen  ions  carry  a 
positive  charge,  while  the  later  gelatinization  represents  the  slower 
reaction  of  the  thrombin  with  the  fibrinogen  combined  with  the  hy- 
droxyl  ions,  in  accordance  with  the  general  fact  that  the  time  of  clotting 
is  prolonged  by  tat  increase  in  alkalinity. 

DIBCD8BION 

The  formatimi  of  the  gel.  The  peculiar  gel  formed  by  fibrin  is  an 
outspoken  heterogenous  system.  The  more  sohd  phase,  the  fibrin- 
needles,  is  clearly  separated  from  the  liquid  phase.  But  there  is  no 
indication  at  all  of  a  merely  mechanical  inclusion  of  the  water  or  ex- 
ternal phase  between  more  solid  walls  or  septa  such  as  is  assumed  in 
the  net-work  theory  and  especially  the  honeycomb  theory  of  Biltschli. 
Hardy  (8)  has  imported  such  a  structure  in  gels  of  egg  albumin,  gelatine 
and  India  rubber,  visible  imder  the  microscope  as  a  solid  framework 
holding  liquid  in  the  interstices.  In  a  ternary  system  composed  of 
water,  gelatine  and  alcohol,  or  water,  gelatine  and  corrosive  subli- 
mate he  obtained  a  net-structure  or  honeycomb  structure  according 
to  the  concentrations  used,  and  in  a  binary  system  of  water  and  gela- 
tine, 1.5  per  cent,  a  sbnilar  honeycomb  structure  was  observed  when  the 
solution  was  cooled  to  —  l''C.  This  view  seems  to  have  prevailed 
generally.  Freundlich  for  example  in  his  "Kapillar  Chemie"  defines 
gels  as  diphasic  systems  consisting  of  very  thin  connecting  walls  of 
solid  amorphous  substance,  enclosing  spaces  filled  with  liquid.  But 
recent  observers  who  have  made  use  of  the  ultramicroscope  have  ob- 
tained no  evidence  of  any  structure  of  this  kind.  Bachmann  (9), 
and  Zsigmondy  and  Bachmann  report  their  observations  upon  the 
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ultramicroscope  study  of  the  gels  of  silicic  acid,  agar-agar  and  gela> 
tine.  In  dilute  Bolutions  of  gelatine  (1  to  6  per  cent),  while  in  a  liquid 
condition,  no  definite  structure  can  be  seen.  Outside  certain  optical 
impurities  the  field  shows  simply  a  cone  of  light  due  to  the  invisible 
amicroDS.  As  gelatinization  occurs  there  is  a  glimmering  or  spark- 
ling movement  in  the  cone  resulting  finally  in  the  production  of  & 
swarm  of  minute  submicrons.  These  submicrona  are  formed  presum- 
ably by  the  aggregation  or  massing  of  the  amicrons.  When  first  formed 
they  show  translatory  movements,  but  later  only  movements  of  oscil- 
lation that  become  less  and  less  extensive  until  finally  the  particles  are 
bound  together  in  gelatine  flocks  wliich  are  stationary.  The  process  is 
essentially  the  same  as  in  the  formation  of  the  fibrin-gel  described 
above,  except  for  the  appearance  in  the  latter  of  the  force  which  leads 
to  the  combination  of  the  particles  to  form  definite  needles  instead  of 
amorphous  flocculi.  The  important  fact  that  remains  to  be  explained 
is  the  binding  of  the  water  which  leads  to  the  solidification  or  gela- 
tinization of  the  solution.  As  stated  above  the  view  that  the  water 
or  more  liquid  phase  is  included  between  the  walls  of  a  solid  phase,  as 
in  a  spoi^  or  honeycomb,  finds  no  support  at  all  in  the  results  ob- 
tained from  ultramicroscopic  examination.  PauU  (10)  in  an  inter- 
esting paper  has  shown  that-  in  solutions  of  the  emulsion  colloids  the 
viscosity  increases  with  the  ionization  of  the  molecules.  He  assumes 
that  in  protein  solutions  the  albumen  ion  undergoes  hydration  to  a 
greater  extent  than  the  isoelectric  molecules,  hence  the  increased  vis- 
cosity, and  he  su^ests  further  that  in  gels  we  have  simply  an  extension 
of  this  phenomenon,  the  solvent  or  disperse-medium  being  bound  in 
great  part  as  a  hydrate.  Obviously  this  theory  of  the  binding  of  the 
water  by  the  molecules  or  ions  is  not  apphcable  to  a  heterogeneous 
system  like  the  fibrin-gel.  The  fibrin-needles  like  other  protein  crystals 
possess  probably  the  property  of  taking  up  water.  Katz  (11)  has  shown 
recently  that  in  such  cases  the  water  is  absorbed  into  the  crystals  in 
solid  solution  and  not  as  a  hydrate  or  as  water  of  crystallization.  But 
this  process  does  not  in  any  way  explain  the  binding  of  the  water  sur- 
rounding the  crystals.  Other  forms  of  crystalline  gels  are  known. 
Zsigniondy  and  Bachmann  (1.  o.)  have  described  such  gels  in  the  case 
of  the  soaps  of  the  alkalies  with  the  saturated  or  unsaturated  fatty  acids. 
As  these  solutions  are  cooled  they  form  gels  and  the  soaps  separate  out 
as  needle  crystals  or  fibers.  Strong  solutions  of  caffein  are  said  to 
give  a  similar  crystalline  gel  on  cooling  (Mathews).  But  the  most  com- 
plete analogy  to  the  fibrin-gel  is  found  in  the  interesting  observations 
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publislied  by  Flade  (12).  If  equivalent  amounts  of  barium  hydroxide 
and  malonic  acid  are  diseolved  in  methyl  alcohol  the  addition  of  glycerine 
to  the  system  causes  the  formation  of  a  gel,  slowly  or  quickly  accord- 
ing to  the  concentrations  used.  The  gel-formation  is  accompanied  by 
the  deposition  of  needle-crystals  of  barium  malonate  visible  under 
the  microscope  but  seen  especiaUy  well  with  the  ultramicroacope 
These  crystals  as  pictured  resemble  very  closely  in  form  and  arrange- 
ment the  meah  of  fibrin-needles  obtained  in  the  clotting  of  blood. 
The  crystalline  gel  of  barium  malonate  like  that  given  by  the  alkaline 
soaps  differs  in  one  respect  from  the  crystalline  fibrin-gel.  In  the 
former  we  may  assume  that  the  crystals  separate  out  from  a  saturated 
solution,  and  that  in  the  liquid  phase  the  solute  is  present  in  strong 
concentration.  In  the  formation  of  a  fibrin-gel  on  the  contrary  the 
fibrinogen  will  separate  out  completely  from  highly-dilute  solutions. 
If  one  starts  with  pure  solutions  of  fibrinogen  none  of  the  solute  re- 
mains in  solution  in  the  liquid  phase.  In  this  case,  therefore,  it  would 
seem  to  be  necessary  to  conclude  that  the  binding  of  the  water  can 
not  be  connected  with  any  dis[>ersed  phase  other  than  the  fibrin- 
needles  themselves.  The  surface  enei^y  at  the  interfaces  between  the 
crystals  and  the  wat«r-phase  must  be  responsible  for  the  solidification 
of  the  gel.  Some  authors  who  have  taken  this  view  refer  the  matter 
to  the  surface  tension  of  the  medium,  which  gives  to  the  small  water- 
fihns  the  properties  of  a  solid.  But  it  seems  very  doubtful  whether  this 
view  offers  an  adequate  explanation.  Metallic  sols  of  any  degree  of 
dispersion  fail  to  exhibit  the  property  of  gelatinization.  Very  fittle 
seems  to  be  known  of  the  conditions  of  surface  tension  between  the 
sohd  and  liquid  phases  in  such  suspensoids.  It  is  known  that  the  sur- 
face tension  at  the  water-air  contact  is  not  affected  by  the  suspensoids, 
and  it  is  to  be  presumed  that  in  the  hydrophobic  colloids  like  the 
metallic  sols  the  surface  tension  of  the  liquid  phase  at  its  contacts 
with  the  solid  phase  is  greater  than  in  the  case  of  the  hydrophilic  col- 
loids in  which  the  separation  of  the  two  phases  is  less  distinct.  The 
property  of  gelatinization  is  however  a  characteristic  of  the  hydrophilic 
and  not  of  the  hydrophobic  colloids,  and  since  in  the  latter  the  surface 
tension  in  the  water  fihns  is  probably  greater  than  in  the  former  this  con- 
sideration would  seem  to  exclude  surface-tension  of  the  water  phase 
as  the  underlying  cause  of  gelatinization.  In  accordance  with  this 
reasoning  we  are  forced  to  seek  for  the  cause  of  the  soUdity  of  the  gel 
in  the  surface  action  of  the  solid  phase.  The  fibrin  needles  bind  the 
water  by  virtue  of  the  molecular  attraction  or  adhesion  between  their 
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surfacea  and  the  water-^nolecules.  This  is  presumably  what  Flade 
means  when  be  states  that  the  water  Id  bia  gel  of  barium  malonate  is 
held  by  capillarity  in  the  mesbwork  of  orystaU.  From  what  baa  been 
said  above  in  regard  to  the  structureless  fibrin-gel  as  compared  with  1^ 
crystalline  gel  it  is  evident  that  the  gelatinizatioD  of  the  fibrin  does  not 
depend  upon  the  existence  of  fibrin  crystals.  It  may  be  aaaumed  how- 
ever that  it  does  depend  upon  the  existence  of  fibrin-aggregates.  Under 
the  influence  of  thrombin  f^^r^atee  of  this  character  are  formed. 
Under  certain  conditions,  neutral  or  weakly  alkaline  reaction,  the  ag- 
gregates unite  to  form  the  fibrin  needles.  In  liquids  of  a  stronger  alka- 
linity the  needles  are  not  formed,  but  a  gel  is  produced  of  a  greater  or 
less  degree  of  finnneas  according  to  the  bydroxyl  concentration.  The 
cause  of  the  solidification  of  the  blood-clot  is  to  be  sought  m  the  special 
molecular  attraction  between  the  fibrin-aggregates  and  the  water, 
and  there  seems  to  be  iio  reason  why  this  view  should  not  apply  to 
other  gels  such  as  those  of  silicic  acid,  gelatine  and  agar.  It  is  in  fact 
the  view  that  was  advocated  years  ago  by  Nageli  (13).  "Die  Micelle 
sicb  in  Ketteo  an  einander  anbangen  und  ein  Gertlste  von  Balken 
mit  weiten  Maschen  bilden  in  welchem  das  wasser  eingeschlossen  ist 
und  durch  Molekularanziehung  zwar  nicht  in  einem  ganz  unbew^- 
lichen  aber  doch  in  einem  weniger  beweglichen  Zustande  festgehalten 
wird."  In  the  newer  terminology  we  can  substitute  amicrons  for 
"Micelle,"  and  ultramicroscopic  studies  show  that  "GerUste  von  Bal- 
ken" are  not  a  necesary  atructure  of  gels.  The  amicrons  of  the  hydro- 
philic  colloids  may  be  massed  or  ^^regated  in  amorphous  or  in  crystal- 
line forms.  These  aggregates  in  some  cases  cause  gelatinizstion  and 
in  others  do  not.  It  is  in  the  former  group  that  we  must  suppose  there 
exists  a  peculiar  intensity  of  molecular  attraction  between  the  solid 
or  internal  phase  and  the  water.  As  the  name  indicates  all  hydrophilic 
colloids  exhibit  this  attraction  for  water  and  show  a  corresponding  de- 
gree of  viscosity  so  that  as  H5ber  expresses  it  the  gels  are  not  essen- 
tially different  from  hydrophilic  colloid  solutions.  But  in  gels  such 
as  that  formed  by  the  fibrin-aggregates  we  must  recognize  a  special 
degree  in  this  attraction  for  water.  The  radius  of  the  sphere  of  mo- 
lecular action  is  large.  The  difference  in  this  respect  is  illustrated 
especially  well  by  fibrinogen  solutions.  When  precipitated  by  acids 
or  in  other  ways  fibrinogen-aggregates  are  formed  which  eventually 
form  large  flocculi  and  settle  out  as  a  precipitate.  When  precipitated 
by  thrombin,  fibrin  aggregates  are  formed  which  bind  the  water  and 
form  a  gel. 


d  by  Google 


FIBRIN-OSL  AND   THB0RIB8  OF   OBL-POBUATION  543 

The  crystaUiiation  process  and  the  ntUure  of  the  reaction  between  fibrino- 
gen and  thrombin.  The  vectorial  characteristic  which  causes  the  fibrin 
aggregates  under  normal  conditious  to  assume  the  form  of  definite 
needles  is  dependent  in  some  way  upon  an  interaction  between  the 
thrombin  and  the  fibrinogen.  That  is  to  say  fibrinogen  never  aggre- 
gates out  in  this  way  except  under  the  influence  of  thrombin  and  on 
the  other  hand  even  under  the  influence  of  thrombin  the  a^regation 
may  not  occur  in  crystalline  forms  if  the  fibrinogen  is  modified  by  in- 
creasing the  hydroxyl-ion  concentration.  The  way  in  which  the  throm- 
bin and  fibrinogen  react  is  not  known.  According  to  the  older  view 
thrombin  plays  the  part  of  a  ferment  or  catalyst  which  initiates  or 
accelerates  a  chemical  chai^  in  the  fibrinogen.  But  nothing  is  known 
regarding  the  difference  in  chemical  structure,  if  any  exits,  between 
fibrinogen  and  fibrin.  The  evidence  at  hand  would  indicate  on  tiie  con- 
trary that  thrombin  does  not  act  as  an  ensyme  (14),  but  forms  a  com- 
pound with  the  fibrinogen.  The  |m>cesB  of  formation  of  fibrin  as  seen 
under  the  ultramicroscope  suggests  that  the  needles  are  formed  by  a 
physical  union  of  thrombin  and  fibrinogen  particles,  the  whole  process 
beu^  one  apparently  of  aggregation  as  in  the  case  of  the  flocking  due 
to  precipitating  reagents.  If  this  is  the  case  we  should  expect  that  the 
process  might  be  reversed.  That  is  to  say  conditions  might  arise 
under  which  the  particles  would  be  redispersed  and  the  thrombin  and 
fibrinogen  be  separated.  As  is  well  known  thrombin  can  be  obtained 
from  thoroughly  washed  fibrin  by  digesting  the  latter  in  strong  solu- 
tions of  sodium  chloride,  and  the  fibrin  when  thus  treated  gives  also  a 
protein  in  solution  which  resembles  fibrinogen  in  some  respects,  for 
example,  in  the  temperature  of  heat  coagulatioa.  Hekma  (15)  claims 
to  have  shown  that  the  fibrin-gel  is  reversible.  An  alkaline  solution 
of  the  fibrin  may  be  made  to  gel  again  by  appropriate  treatment,  by  the 
addition  of  acids  for  example.  But  since  this  result  is  obtained  when  the 
alkaline  solutions  are  boiled  it  seems  evident  that  the  thrombin  factor 
is  excluded  in  the  second  gelatinization  and  the  reversal  that  he  de- 
scribes is  not  a  reversal  of  the  process  or  processes  which  lead  originally 
to  the  formation  of  the  fibrin-gel.  No  fibrinogen  is  formed  in  his 
method  of  reversal. 

The  most  significant  fact  brought  out  in  this  paper  in  regard  to  the 
formation  of  the  fibrin-needles  is  the  connection  of  the  crystallization 
process  with  the  reaction  of  the  medium.  With  a  certain  degree  of 
alkalinity  of  fibrinogen  solutions  no  needles  are  formed  although  a  gel 
may  still  be  obtained  with  thrombin.     With  a  stronger  degree  of  alka- 
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Unity  DO  visible  gel  can  be  detected  after  the  addition  of  thrombin  but 
a  distinct  increase  in  viscosity  may  be  demonstrated.  The  cataphoreds 
experiments  described  above  indicate  that  under  appropriate  condi- 
tions part  of  the  fibrinogen  may  cany  a  positive  chai^  and  part  may 
carry  a  negative  charge.  The  former  exhibits  only  the  phenomenon  of 
aggregation  or  agglutination  under  the  influence  of  the  thrombin,  tlie 
latter  may  show  gelatinization  without  any  visible  aggregation  of 
particles.  The  negative  or  positive  charge  exhibited  by  fibrinogen 
may  be  explained  most  easily  on  the  assumption  that  it  is  due  to  elec- 
trical adsorption  of  hydroxyl  or  hydrogen  ions.  It  is  known  that 
fibrinogen  responds  readily  to  changes  in  concentration  of  the  hydrogen 
and  hydroxyl  ions  in  the  solution.  The  former  tend  to  favor  the  ra- 
pidity of  the  reaction  with  thrombin,  the  latter  have  a  reverse  effect. 
Under  the  normal  conditions  that  prevaU  in  the  blood  the  thrombin  has 
a  double  effect  on  fibrinogen.  It  causes,  in  the  first  place,  an  aggre- 
gation of  the  fibrinogen  particles  to  form  the  fibrin  needles  and  in  the 
second  place  it  sets  up  the  process  of  gelatinization  or  binding  of  the 
water  phase.  In  the  cataphoresis  experiments  described  these  two 
efTectsof  the  thrombin  are  separated  in  a  measure,  the  fibrinogen  driven 
to  the  positive  pole  exhibits  one,  while  that  carried  to  the  negative  pole 
exhibits  the  other.  As  a  provisional  hypothesis  one  might  assume  that 
in  neutral  or  shghtly  alkaline  media  the  fibrinogen  adsorbs  or  binds 
both  hydrogen  and  hydroxyl, ions,  that  the  presence  of  the  former  fur- 
nishes an  essential  conditions  for  the  aggregation  into  needles  which 
takes  place  under  the  influence  of  the  thrombin,  while  the  existence 
of  the  hydroxyl  combination,  in  connection  with  the  presence  of  throm- 
bin, is  necessary  to  the  development  of  the  water-binding  properties 
of  the  fibrin-^gregates.  Under  conditions  such  as  the  additicm 
of  excess  of  alkah  it  may  be  supposed  that  the  fibrinogen  particles  exist 
in  a  higher  degree  of  dispersion  and  exhibit  adsorption  of  hydroxyl  ions 
alone,  and  under  these  conditions  thrombin  causes  only  gel  formation 
or  increased  viscosity,  but  is  not  capable  of  aggregatii^  the  particles 
into  visible  masses,  either  amorphous  or  crystalline  in  form. 

CONCLUSiONB 

1.  In  the  clotting  of  mammalian  blood  the  fibrin  is  deposited  as 
needles.  The  needles  are  formed  separately  by  an  aggregation  of 
fibrinogen  particles.    They  vary  in  length  from  10  to  30  microns  tuid 
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form  a  close  meshwork.    The  Donnal  clot  may  be  described  as  a 
crystalline  gel. 

2.  A  similar  crystalline  gel  is  formed  in  the  normal  clotting  of  the 
blood  of  other  vertebrates.  The  blood  of  the  invertebrates  (crab)  gives 
a  structureless  gel. 

3.  The  fibrinc^en  of  mammalian  blood  may  be  modified  so  that  it 
gives  a  structureless  instead  of  a  crystalline  gel  with  thrombin.  The 
simplest  method  of  effecting  this  modification  is  by  increasing  the  alka- 
linity of  the  blood.  If  the  increase  in  alkalinity  passes  a  certain  con- 
centration addition  of  thrombin  fails  to  cause  gel-formation  but  may 
still  produce  a  distinct  increase  in  viscosity. 

4.  In  media  with  the  normal  reaction  of  blood  thrombin  and  pro- 
thrombin when  submitted  to  cataphoresis  exhibit  a  negative  charge. 
Under  the  same  conditions  the  fibrinogen  in  oxalated  plasma  shows 
mainly  a  negative  charge,  but  frequently,  especially  when  the  plasma 
is  nearly  neutralized,  a  part  of  the  fibrinogen  exhibits  a  positive  charge. 
The  reaction  to  thrombin  of  the  positively  and  negatively  charged 
portions  is  difTerent. 

5.  In  the  theoretical  discussioa  it  is  shown  that  the  ultramicroscopie 
picture  of  the  fibrin^^el  is  not  explicable  in  terms  of  a  honeycomb 
theory,  that  is,  of  the  inclusion  of  a  liquid  phase  within  solid  septa. 
The  gel-character  or  property  is  due,  probably,  not  to  surface  tension 
in  the  liquid  films  between  the  needles,  but  to  surface  action  of  the 
fibrin-aggregates  upon  the  water. 

6.  The  vectorial  characteristic  of  the  fibrin-aggregates  is  connected 
with  the  reaction  of  the  medium.  The  view  is  suggested  that  adsorp- 
tion of  both  hydrogen  and  hydroxyl  ions  by  the  fibrinogen  particles 
plays  a  determining  part  in  the  two  effects  of  the  action  of  thrombin, 
namely,  the  directive  aggr^^tion  of  the  particles  and  the  property  of 
gelatinization. 
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I 

Some  obeervatione  on  the  minute  volume  of  blood  paeaing  through  the 
lungs  of  man  at  rest  and  at  work  were  published  from  this  laboratory 
a  year  ago  and  at  about  the  same  time  a  very  exhaustive  treatiBe  on  the 
Bame  subject  appeared  from  the  Fineen  Institute  in  Copenhagen.  The 
author,  Lindhard  (1),  gave  curves  of  the  blood-flow  which  agree  very 
closely  with  those  plotted  by  ua.  Very  recently  Newburgh  and  Means 
(2)  have  published  similar  observations  on  two  other  subjects,  one  of 
whom  was  normal  and  the  other  had  a  double  aortic  and  double  mitral 
difieaae.    They  state 

For  the  sake  of  comparisou  we  h&ve  plotted  the  blood-flowe  of  C.  L.  and  J. 
H.  M.  in  terms  of  oxygen  absorption  and  have  shown  them  together  with  those  of 
Boothby.  The  curves  for  blood-flow  of  the  three  subjects  are  very  nearly  coinci- 
dent, which  we  believe  is  a  fact  of  considerable  importance  in  that  it  shows  that 
the  increase  in  the  blood-flow  is  governed  by  the  same  law  in  different  individuals, 
and  is  especially  interesting  since  one  of  the  three  individuals  observed  had  a 
badly  damaged  heart. 

In  the  ordinal  paper  <3)  we  showed  that  it  was  possible  to  construct 
from  the  data  there  given  the  following  curves:  (1)  the  blood-flow  per 
minute;  (2)  the  pulse  rate;  (3)  total  ventilation;  (4)- volume  of  blood 
per  pulse  beat;  (5)  percentage  saturation  of  the  haemoglobin  in  the 
mixed  venous  blood;  (6)  alveolar  carbon  dioxide  tension;  (7)  respiratory 
quotient;  (8)  tension  of  carbon  dioxide  in  the  venous  blood,  allowing 
for  the  influence  of  the  percentage  saturation  of  the  haemoglobin  with 
oxygen;  (9)  hydrogen  ion  concentratioo  of  the  arterial  blood;  (10)  the 
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tension  of  oxygen  in  the  venous  blood,  allowing  for  the  total  acidity  of 
the  blood;  and  finally  (11)  Henderson's  oxygen  pulse.  These  curves 
are  reproduced  in  this  paper  in  figure  I. 

Curve  VIII  in  figure  I,  representing  the  tension  of  carbon  dioxide 
in  the  venous  blood,  was  plotted  after  making  the  proper  correction 
for  the  influence  of  the  percentage  saturation  of  the  baonoglobin  with 
oxygen.  It  is,  of  course,  possible  to  plot  the  carbon  dioxide  curve  with- 
out making  this  correction.  This  would  then  represent  the  carbon  di- 
oxide tension  of  the  blood  if  the  haemoglobin  were  coAipletely  saturated 
with  oxygen,  as  is  the  case  when  the  carbon  dioxide  tension  is  determined 
by  the  direct  experimental  method  (Curve  XII). 

If  direct  determinations  of  the  uncorrected  carbon  dioxide  tension 
and  oxygen  tension^  are  made  for  venous  blood  and  found  to  agree  with 
the  calculated  values,  a  very  convincing  proof  would  be  presented  to 
substantiate  the  data  of  the  original  paper  and  the  method  of  calcula- 
tion adopted  for  determining  the  secondary  curves. 

II 

The  method  adopted  by  us  for  determining  the  carbon  dioxide  and 
oxygen  tensions  in  the  venous  blood  is  the  one  recently  described  by 
Chriatiansen,  Douglas,  and  Haldane  (4)  and  consists  in  using  the  lungs 
as  an  aerotonometer  on  the  principle  introduced  by  Pfluger.  The 
teclmic  is  as  follows:  After  a  maximal  expiration  a  mixture  of  carbon 
dioxide  and  air  enriched  with  oxygen  ia  inhaled  from  a  Krogh  record- 
ing spirometer;  the  breath  is  held  about  five  seconds  and  then  an  expi- 
ration made  to  the  "Mittellage"  to  obtain  the  first  alveolar  air  sample; 
then  the  breath  is  held  as  long  as  possible  and  a  maximal  expiration 
made  at  the  end  of  which  the  second  alveolar  air  sample  is  taken.  If 
the  inspired  mixture  is  of  such  a  composition  that  when  diluted  with  the 
residual  air  the  carbon  dioxide  tension  or  the  oxygen  tension  is  within 
3  or  4  mm.  of  the  actual  venous  tension,  it  is  reasonable  to  assume  that 
after  holding  the  breath  twenty  seconds  longer  (at  rest)  the  air  in  the 
lungs  will  be  in  final  equiUbrium  with  the  carbon  dioxide  or  oxygen 
tension  in  the  venous  blood. 

The  determination  of  the  carbon  dioxide  tension.  The  percent!^  sat- 
uration of  the  haemoglobin  with  oxygen  infiuences  the  carbon  dioxide 

'  If  the  oxygen  l«naion  of  the  venous  blood  is  known,  the  percentage  satura- 
tion of  the  haemoglobin  can  be  obtained  from  the  dissociation  curve  of  oxy- 
hsemoglobin,  making  allowance  for  the  total  acidity  of  the  blood. 
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Fia.  I.  Curves  I  to  XI  incluaive  are  the  same  ae  in  our  preceding  paper  (3). 
Curve  I  is  the  blood-flow  per  minute.  Curve  II,  the  pulee  rate.  Curve  III, 
total  ventilation  per  minute.  Curve  IV,  volume  per  pulse  beat.  Curve  V,  Ike 
percentage  aaturaCion  of  the  haemoglobin  in  the  mixed  venous  blood;  connected  to  thig 
curve  are  the  points  from  Table  I  of  this  paper.  Curve  VI,  alveolar  COi  tension. 
Curve  VII,  respiratory  quotient.  Curve  VIII,  tension  of  COi  in  the  venous  blood, 
allowing  tor  the  influence  of  the  percentage  saturation  of  the  haemoglobin  with 
oxygen.  Curve  IX,  hydrogen  ion  eoncentration  of  the  arterial  blood.  Curve  X, 
tension  of  oxygen  in  the  venous  blood  allowing  for  the  total  acidity.  Curve  XI, 
oxygen  pulae  in  cubic  centimeters  (Henderson).  Curve  XII,  ■uncorrected  venous 
COj  tension  determined  from  the  nitrous  oxide  experiments;  to  this  curve  are  connected 
the  eorresponding  points  given  in  Table  I  of  this  paper. 
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dissociation  curve ;  consequently  a  large  excess  of  oxygen  must  be  presait 
in  the  inspired  mixture  to  insure  complete  saturation  of  the  haemo- 
globin with  oxygen.  For  experiments  at  rest  a  mixture  was  made  con- 
taining about  0.5  liters  carbon  dioxide,  1.5  liters  oxygen  and  4.0  liters 
air.  For  experiments  at  work  slightly  more  carbon  dioxide  was  used 
corresponding  to  the  degree  of  work.  If  the  carbon  dioxide  percentage 
is  too  high,  it  is  impossible  to  hold  the  breath  for  a  sufficient  length  of  time 
to  establish  equiUbrium  between  the  venous  blood  and  the  alveolar  air; 
if  too  low,  not  enough  carbon  dioxide  is  brought  back  to  the  lungs  by 
the  blood  during  the  experimental  period  to  produce  such  an  equili- 
brium; and  finally,  if  the  oxygen  percentage  in  the  lungs  is  too  low,  the 
haemoglQbin  will  not  be  completely  saturated.  Therefore  it  is  neces- 
sary to  take  great  care  to  prepare  a  mixture  in  the  spirometer  that  will, 
when  diluted  with  the  residual  air,  produce  a  carbon  dioxide  tension  in 
the  alveolar  air  within  2  or  3  mm.  of  the  carbon  dioxide  tension  in  the 
venous  blood. 

The  determination  of  the  oxygen  tension.  The  method  of  determining 
the  oxygen  tension  is  similar  to  that  of  the  carbon  dioxide  tension, 
except  that  the  inspired  mixture  must  be  made  up  with  a  very  large  pro- 
portion of  nitrogen.  For  experiments  at  rest  the  dead  space  in  the 
Krogh  spirometer  was  washed  out  with  nitrogen  and  from  0.5  to  1 
liter  of  air  introduced;  nitrogen  was  then  added  makit^  a  total  of 
6  Uters.     For  experiments  at  work  pure  nitrogen  was  used. 

We  have  made  a  large  number  of  determinations  of  the  venous  oxygen 
tension  at  rest  and  consequently  feel  that  the  accidental  errors  have 
practically  disappeared  in  the  final  average.  For  the  experiments  at 
work  the  results  are  less  satisfactory  as  breathing  pure  nitrogen  was 
quite  dangerous  and  therefore  we  performed  only  a  limited  number  of 
experiments  and  were  satisfied  in  obtaining  the  general  trend  of  the 
curve. 

Instead  of  plottii^;  the  venous  oxygen  tension  directly  we  have  trans- 
posed it  into  terms  of  percentage  saturation  of  haemoglobin  with  oxygen 
by  means  of  the  dissociation  curve  of  oxyhaemi^lobin  given  in  figure 
4  of  the  previous  paper.  This  latter  form  of  expression  makes  allow- 
ance for  the  variation  in  the  carbon  dioxide  tension  in  the  blood  due  to 
the  method  of  obtaining  the  oxygen  tension  and  is,  therefore,  the 
better  way  of  representing  the  amount  of  oxygen  in  the  venous  blood. 

As  the  tension  of  carbon  dioxide  and  the  percentage  saturation  of  the 
haemoglobin  in  the  venous  blood  vary  with  the  amount  of  oxygen  ab- 
sorption per  minute,  a  condition  of  body  equilibrium  must  be  eetab- 
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lished.  Experience  has  shown  that  this  requires  a  preliminary  period 
of  about  one-half  hour  diu'iiig  which  time  the  subject  rests  or  works  at 
the  same  level  as  in  the  experiment  proper.  To  obtain  the  oxygen 
consumption  per  minute  a  complete  respiratory  exchange  experiment 
precedes  the  experiment  proper. 

For  details  of  experimentation  and  calculation  of  results  omitted  in 
this  communication,  the  reader  is  referred  to  our  earlier  paper. 

in 

In  all  we  have  performed  two  hundred  and  twelve  experiments  on 
the  direct  determination  of  the  uncorrected  carbon  dioxide  and  oxygen 
tensions  of  the  venous  blood  at  rest  and  at  work.  The  results  are  aver- 
aged into  groups  and  presented  in  condensed  form  in  the  following 
table— Table  I. 

TABLE  1 
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2.6 

473 

57.0 

12 
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8 

3.1 

59.3 

6 

3.8 

705 

62,4 

10 

4.4 

53,4 

13 

7.8 

800 

63.1 

6 

1.9 

The  average  figures  given  in  Table  I  are  plotted  in  figure  I.  The 
large  black  dots  represent  the  points  determined  by  the  present  experi- 
ments and  they  are  connected  by  a  line  to  the  corresponding  curve 
calculated  from  the  data  of  the  previous  investigation. 

The  direct  determinations  of  the  uncorrected  venous  carbon  dioxide 
tension  are  seen  to  fall  on  a  line  parallel  to  but  from  1.25  to  1.75  mm. 
higher  than  the  curve  calculated  from  the  dats  of  the  previous  experi- 
ments (Curve  XII). 

As  these  points  stand  they  are  an  exceedingly  strong  confirmation  of 
the  previous  data  and  calculations.  The  slight  discrepancy  in  the 
two  values  is,  on  close  examination,  a  further  confirmation  of  the  ac- 
curacy of  the  methods.  In  both  there  is  a  constant  error  due  to  the 
assumption  that  no  blood  makes  a  complete  circuit. during  the  time  of 
the  experiment.     It  was  pointed  out  in  the  previous  paper  that  the  con- 
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stant  error  due  to  the  presence  in  the  lungs  of  btood  that  was  making 
its  second  circuit  was  of  an  unknown  but  probably  very  slight  order. 
By  the  nitrous  oxide  method  the  error  from  this  assumption  will  cause 
the  calculated  tension  to  be  slightly  too  low;  in  the  present  series,  the 
same  constant  error  will  cause  the  tension  determined  directly  to  be 
correspondingly  too  high.  Therefore,  the  true  uncorrected  venous 
carbon  dioxide  tension  will  be  a  mean  between  the  curve  calculated 
from  the  nitrous  oxide  experiments  and  that  drawn  through  the  pointe 
presented  in  this  paper.  The  order  of  the  error  due  to  the  recirculation 
of  part  (rf  the  blood  during  the  time  of  an  experiment  is,  then,  in  the 
region  of  0.75  mm.  for  the  uncorrected  carbon  dioxide  tension. 

The  point  indicating  the  percentage  saturation  of  the  haemoglobin 
with  oxygen  in  the  venous  blood  at  rest  represents  the  average  of  eighty- 
nine  experiments.  It  lies  within  0.5  per  cent  of  the  curve  calculated 
from  the  nitrous  oxide  experiments  and  is  therefore  another  strong 
confirmation  of  the  accuracy  of  both  methods. 

The  two  averages  obtained  for  the  percentage  saturation  of  the 
haemoglobin  at  work  were  from  only  a  few  experiments.  They  fall, 
however,  about  2  per  cent  from  the  calculated  curve,  one  above  and 
the  other  below  it.  They  show  the  l.rend  of  the  curve  but  do  not  estab- 
lish its  position  with  the  exactness  of  the  uncorrected  venous  carbon 
dioxide  curve  (Curve  V). 

As  pointed  out  by  Christiansen,  Douglas,  and  Haldane,  it  is  possible 
from  the  above  data  to  calculate  the  volume  of  blood  passing  through 
the  lungs  and  it  is  obvious  that  essentially  the  same  results  would  be 
obtained  from  these  experiments  as  we  found  by  the  nitrous  oxide 
method. 

The  fact  that  there  is  such  close  agreement  in  the  data  obtained  by 
two  entirely  different  methods  is  a  very  convincing  proof  of  the  accu- 
racy of  both  methods  for  determining  and  calculating  the  circulation 
rate,  the  carbon  dioxide  tension  and  the  percentage  saturation  of  the 
haemoglobin  in  the  venous  blood. 

It  is  evident  therefore,  that  the  circulation  rate  increases  under  con- 
ditions of  work  with  the  oxygen  consumption  in  a  manner  correspond- 
ing to  the  increase  in  the  total  ventilation.  We  previously  suggested 
that  the  actual  activating  substance  which  increases  both  the  circula- 
tion rate  and  the  total  ventilation  is  the  hydrogen  ion, concentration 
of  the  arterial  blood.  The  fact,  however,  that  an  increase  in  the  total 
ventilation  can  be  very  great  when  breathing  carbon  dioxide  at  rest 
without  a  corresponding  increase  in  the  circulation  rate,  as  evidenced 
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by  a  proportionate  increase  in  the  pulse  rate,  su^esta  the  poBsibility 
that  the  ventilation  center  is  more  sensitive  to  an  increase  in  the  carbon 
dioxide  component  and  the  circulation  center  to  an  increase  in  the 
non-volatile  acid  radicals  composing  the  total  acidity. 

BUUMARY 

1.  The  results  are  reported  of  two  hundred  and  twelve  experiments 
on  the  direct  determination  of  the  uncorrected  carbon  dioxide  tension 
and  percentage  aaturation  of  the  haemoglobin  in  the  venous  blood  at 
rest  and  at  work. 

2.  The  averages  for  various  oxygen  conBumptions  of  the  uncorrected 
venous  carbon  dioxide  tensions  fall  on  a  line  parallel  to  but  from  1.25 
to  1.75  nun.  higher  than  the  curve  calculated  from  the  experimental 
data  obtained  in  determinations  of  the  circulation  rate  by  the  nitrous 
oxide  method,  previously  reported  by  Boothby. 

3.  The  discrepancy  in  the  two  curves  is  caused  by  the  error  from  the 
recirculation  of  the  blood  working  in  opposite  directions  in  the  two 
methods. 

4.  The  average  of  the  determinations  of  the  percentage  saturation 
of  the  haemoglobin  in  the  venous  blood  at  rest  lies  within  0.5  per  cent 
of  the  curve  calculated  from  the  nitrous  oxide  experiments.  One  of  the 
two  averages  for  the  percentage  saturation  at  work  falls  2  per  cent  above 
and  the  other  2  per  cent  below  the  calculated  curve. 

REFERENCES 

(1)  Lindhahd:  Arch.  f.  d.  g.  Physiol,,  1915,  ciri,  233. 

(2)  Newbubob  and  Msahb:  Joufh.  Phann.  and  Exper.  Therap.,  1916,  vii,  4. 
(8)  Boothbt:  Amer.  Journ.  Physiol.,  1915,  xxxvii,  2. 

(4)  Christiakskn,  Douolab  and  Haldanx:  Journ.  Physiol.,  1914,  ilviii,  4. 


d  by  Google 


ON  THE  DETERMINATION  OF  CHARACTER  AND  QUANTITY 
OF  THE  RESPIRATORY  CHANGE  OF  ARTERIAL  PRESSURE 
IN  MAN  BY  MEANS  OF  THE  KOROTKOFF  SOUNDS 

F.  B.  B.  FOLEY,  R.  G.  C0BLENT2  AND  C.  D.  SNYDER 

From  the  Laboratory  of  Phyaiology,  John*  Hopkiti*  Univertily 

Received  for  publication  April  13,  1916 

Among  the  questions  that  may  be  answered  from  the  data  to  be 
had  from  routine  indirect  arterial  blood  pressure  determinatione  on 
man  there  are  two  of  considerable  interest.  These  are  (1)  What  is  tJie 
character  of  blood  pressure  change  during  a  respiration,  does  the  pres- 
sure rise  or  fall  during  inspiration?  (2)  How  much  in  terms  of  mm. 
of  Hg.  may  the  pressure  be  made  to  rise  and  fall  during  a  respiration? 

If  Erlanger's  sphygmomanometer  is  used  the  answer  to  the  first 
question  may  be  given  by  simultaneous  observation  of  the  cardio-res- 
piratory  waves  in  the  sphygmomanometer  tracing  and  the  breathing 
movements  (1),  To  do  this  well,  however,  a  simultaneous  tracing  of 
the  respiratory  movements  should  also  be  taken  as  shown  by  Erlanger 
and  Festerling  (2)  and  aa  one  of  the  present  authors  did  in  an  exten- 
sion of  that  work  (8).  Lewis  (7)  used  a  somewhat  different  method 
to  determine  the  phase  of  respiratory  rise  of  pressure,  namely,  by  not- 
ing the  phase  of  respiration  during  which  the  pulse-wav^  pass  throu^ 
the  radial  artery  when  a  high  systolic  pressure  is  applied  to  the  brachial 
artery.  For  this  a  "suspended  sphygmograph"  was  used  over  the 
wrist. 

In  what  immediately  fpUows  it  will  be  shown  that  the  Korotkoff 
sounds  alone  may  be  used  for  the  determination  of  the  first  question 
put  above.  It  will  then  be  shown  that  by  means  of  the  Korotkoff 
sounds  one  may  also  measure  the  extent  of  blood  pressure  oscillation 
during  the  respirations. 

During  a  study  "on  the  inversion  of  the  respiratory  wave"  in  the 
blood  pressure  trace  of  man  (8)  it  was  observed  that  the  Korotkoff 
sound  when  the  cuff  pressure  was  set  in  the  vicinity  of  systolic  or  dias- 
tohc  pressure  is  not  heard  with  every  pulse-wave.  The  sound  seemed 
to  become  audible  for  only  a  part  of  the  respiration,  if  one  noticed  the 
6U 
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respiratory  movements.  By  having  the  subject  breathe  deeply  and 
slowly  the  intermittent  character  of  the  sounds  became  so  pronounced 
that  the  phenomenon  was  observed  without  difficulty.  A  practiced 
ear,  however,  could  note  the  phenomenon  even  when  the  subject  breathed 
normally. 

A  systematic  exploration  of  this  periodicity  of  the  Korotkoff  sounds 
soon  showed  that  if  the  cuff-pressure  was  gradually  lowered  from  sys- 
tolic toward  mean  blood-pressure  the  [>eriod  of  silence  during  the 
respiratory  cycle  grew  correspondingly  shorter  and  the  period  of 
sounds  correspondingly  longer  until  a  sound  was  heard  (as  usually 
observed)  for  every  pulse-beat  of  the  whole  respiratory  act. 

It  was  recogni^d  that  this  periodicity  of  the  Korotkoff  sounds  is 
due  to  the  fact  that  the  levels  of  systolic  and  diastolic  pressure  them- 
selves ebb  and  flow  within  the  interval  of  a  respiration.'  And  so  with 
cuff-pressure  set  at  mean  systolic  pressure  a  sound  ought  to  be  heard 
for  every  pulse-beat  only  during  that  portion  of  the  respiration  in 
which  the  {'nternal)  systolic  pressure  is  equal  to  or  more  than  the  (ex- 
ternal) cuff-pressure.  On  the  other  hand,  during  that  part  of  the  res- 
piration alone  in  which  the  (internal)  systolic  pressure  is  less  than  the 
(external)  cuff-pressure  the  pulse-beats  would  be  unaccompanied  by 
sounds. 

Furthermore  under  these  conditions,  and  given  that  the  inspirations 
are  equal  in  time  with  the  expirations,  the  period  of  sounds  and  the 
period  of  silence  ought  each  to  cover  about  one-half  of  the  whole  respi- 
ratory cycle.  As  the  cuff-pressure  is  set  above  or  below  mean  systolic 
pressure  the  ratios  of  the  time  intervals  of  sounds  and  silence  oi^ht 
to  decrease  or  increase  correspondingly,  until  the  one  or  the  other  en- 
tirely vanishes. 

If  this  explanation  is  correct  for  the  periodicity  of  sounds  with  cuff- 
pressure  in  the  region  of  systohc  pressure  then  also  one  ought  to  ob- 
serve for  similar  reasons,  it  was  argued,  a  periodicity  of  sounds  with 
cuff-presBure  set  in  the  region  of  diastolic  pressure.  Only  in  this  case 
sounds  would  be  heard  with  pulse-beats  diuing  that  part  of  respiration 
alone  in  which  the  (internal)  diastolic  pressure  falls  below  the  (exter- 
nal) cuff-pressure;  failure  of  sounds  would  cover  that  period  of  the 
respiration  only  during  which  the  diastolic  pressure  remains  above  the 
level  of  cuff-pressure.     With  the  latter  again  set  at  mean  diastolic  pres- 

'  By  means  of  a  sphygraograph  attached  to  the  wrist  Lewis  observed  a  aimilai 
periodicity  of  pulse-wavea  reaching  the  radial  artery,  whea  cuff-pressure  was  at 
systolic  or  high  systolic  pressure. 
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Bure  the  two  periods,  one  of  sounds  and  one  of  silence,  during  a  single 
respiration  ought  to  be  of  equal  duration. 

While  the  periodicity  of  sounds  in  the  two  critical  regions  of  blood 
pressure  may  thus  yield  pictures  of  similar  character,  there  will  be  a 
common  feature  of  striking  difference.  This  difference  ought  to  be 
one  of  right  and  left-handedness,  or  the  difference  of  an  object  and  its 
refiected  image.  With  cuff-pressure  at  level  of  diastohc  preesure  the 
period  of  sounds  ought  to  fall  just  in  that  part  of  the  respiratory  cycle 
which,  when  cuff-presaure  is.  at  level  of  systoUc  pressure,  is  covered  by 
the  period  of  silence;  and  vice  versa. 

Experiment  showed  that  this  is  the  case,  as  will  be  seen  in  the  record 
below  (fig.  1),  and  it  may  be  pointed  out  here  that  this  reversal  of  the 
periodicity  of  Korotkoff  sounds  in  relation  to  the  two  phases  of  the 
respiratory  act  is  only  another  expression  of  the  "inversion  of  the  res- 
piratory wave  in  the  blood  pressure  trace  of  man"  to  which  reference 
has  already  been  made  (8). 

THE  DBTEBHINATION  OF  THE  CHARACTEB  OF  THE  REBPIRA.TORT  CHANQE 
OF  FBEBSUBE  LEVELS 

It  becomes  clear  now  that  we  have  a  simple  and  direct  means  of  de- 
termining whether  rise  of  blood  pressure  accompanies  the  inspiratory 
or  the  expiratory  phase  of  respiration.  One  need  only  set  the  cuff- 
pressure  in  the  region  of  mean  systolic  pressure,  have  the  subject  breathe 
deeply  and  slowly,  and  observe  simultaneously  the  periodic  sounds  and 
-the  phases  of  the  respiration.  If  the  period  of  sounds  is  heard  during  or 
at  end  of  inspiration,  or  the  period  of  silence  occiu^  during  or  at  end  of 
expiration,  the  subject  has  inspiratory  rise  and  expiratory  fall  of  pres- 
sure. On  the  other  hand,  if  the  period  of  silence  falls  in  with  the  act 
of  inspiration  and  the  period  of  soimds  with  the  act  of  expiration,  the 
subject  has  clearly  an  expiratory  rise  and  inspiratory  fall  of  arterial 
pressure.  It  may  be  said  at  once  that  we  have  observed  both  these 
kinds  of  respiratory  change  of  pressure.  The  cardio-respiratory  wave 
characterized  by  inspiratory  rise,  however,  has  been  the  more  common 
among  our  cases,  mostly  young  men.  It  has  further  been  observed 
that  the  cases  of  inspiratory  rise  are  also  cases  of  inspiratory  accelera- 
tion of  heart-rate  and  apparently  fall  among  the  type  showing  the 
"young-heart"  of  Mackenzie,  that  is,  those  having  labile  vagal  centres 
as  discussed  by  one  of  us  in  an  earlier  paper  (5). 
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THE    RELATION    OF    THE    KOROTKOFP    80DNDS    TO    THE    CRITICAL    BLOOD 


As  the  reader  doubtless  has  noted  already,  the  principal  argument 
in  this  paper  depends  upon  the  correctneSB  of  the  view  that  the  first 
and  last  Korotkoff  sounds  are  true  indices  of  systolic  and  diastotic 
pressures.  As  to  the  systoUc  index  there  is  general  agreement.  That 
the  last  sound  indicates  diastolic  pressure,  however,  is  still  in  dispute. 
Since  the  identity  of  the  first  and  last  sounds  with  the  critical  pressures 
is  the  major  premise  in  the  ai^ument,  it  makes  it  necessary  for  us  to 
state  what  views  we  hold  as  to  the  conditions  under  which  the  sounds 
are  produced.  Inasmuch  as  other  authors  have  already  begun  a  sys- 
tematic study  of  the  causes  of  these  sounds,'  we  shall  make  our  discus- 
sion as  brief  as  possible.  One  need  not  discuss  the  ultimate  physical 
causes  of  the  sounds  heard  over  the  compressed  artery.  The  "water 
hammer"  effect  of  Erlanger  (5)  appears  to  be  very  plausible  and  there 
seems  to  be  very  good  ground  for  the  necessary  "half  flattening"  of 
the  artery  as  brought  forth  by  MacWilliams  and  Melvin  (10),  The 
views  advanced  by  aU  these  authors  are  freely  drawn  upon  in  what 
follows. 

Evidence  that  the  arteiy  is  completely  flattened  is  obtained  (if  one 
has  a  delicate  instrument)  from  the  sphygmomanometer  tracing  itself. 
This  becomes  clear  from  the  following  consideration:  In  the  ordinary 
sphygmomanometer  tracing  the  individual  pulse  waves  are  made  up 
of  an  upward  excursion  of  the  writing  lever  with  systole  due  to  an  in- 
creasing arterial  volume  and  a  downward  excursion  with  diastole  due 
to  a  decreasing  volume.  Should  the  external  pressure  upon  the  artery 
be  sufficient  to  cause  it  to  collapse  during  a  diastolic  phase,  a  further 
fall  of  pressure  in  the  artery  (in  more  complete  diastole)  can  impart 
no  further  change  in  volume  to  the  cuff,  for  the  volume  of  the  com- 
pressed artery  is  already  at  a  minimum.  Therefore  when  the  artery 
collapses  for  a  certain  period  in  the  diastole  one  ought  to  find  it  indi- 
cated upon  the  tracing  by  a  horizontal  line  marking  the  trough  (dias- 
tole) of  the  pulse  wave.  For  this  horizontal  line  must  indicate  a  con- 
stant arterial  minimal  volume  and  can  be  due  only  to  obliteration  of 
the  artery.  Otherwise  the  constantly  changing  arterial  volume  would 
make  it  impossible  for  the  lever  to  remain  at  the  same  level  for  a  period 
of  time.  In  the  same  way  when  no  horizontal  is  found  in  the  trough 
of  the  pulse  wave  no  constant  volume  is  struck  in  diastole  and  the  ar- 

■  See  principally  Erlanger  (4,  5}  and  Brooks  and  Luckhardt  (6). 
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Explanatory  noU  to  figure  t 

I  The  diagram  repreaente  the  principal  blood-pfesBure  eventa  occurriDg  with- 
in BJx  respiratory  cycles  during  a  deep  breathing  (decompreHsion)  experiment. 

2.  Each  cycle  is  shown  with  cuff  pressure  at  a  different  level  of  pressure,  the 
amount  of  which  is  indicated  in  the  large  numerals  along  the  left  of  the  diagram. 

3.  Each  respiratory  cycle  moreover  contains  seven  smaller  waves  represent- 
ing the  pulee  waves  of  a  sphygmomanometer  trace,  the  crests  of  the  waves  being 
heightB  of  systole,  the  troughs  depths  of  diastole.  The  long  dotted  line  indicates 
phases  of  the  respiration,  tiie  upstroke  being  inspiration. 

4.  At  the  crest  of  each  systole  is  figured  the  relative  form  and  size  of  a  cross 
section  of  the  artery  under  the  cuff  for  that  particular  aj^tole;  below  the  trough 
is  figured  the  artery's  Imnen  for  that  particular  diastole.  If  complete  oblitera- 
tion obtains  the  lumen  is  indicated  merely  by  a  heavy  dash. 

5.  The  small  numerals  along  the  crests  of  the  pulse-waves  indicate  the  inter- 
nal arterial  pressure  at  height  of  the  corresponding  systoles.  The  small  numer- 
als below  the  troughs  of  these  waves  indicate  corresponding  diastolic  pressures. 

6.  The  pulse  waves  producing  Korotkoff  sounds  are  so  indicated  by  a  letter 
S,  a  large  letter  for  the  louder  sounds,  a  small  letter  for  the  softer  sounds. 

7.  At  130  mm.  cufT  pressure  no  sounds  occur  and  complete  obliteration  of  the 
artery  prevails. 

At  125  mm.  cuff  pressure  one  sound  only  is  heard  and  the  first  patent  lumen 
appears — "period  of  sounds." 

At  104  mm.  cuff  pressure  all  pulse  waves  produce  sounds  and  the  lumens  al- 
ternate between  complete  and  partially  flattened  contours. 

At  85  mm.  cuff  pressure  all  diastoles  have  obliterated  lumens  and  one  systole 
is  able  to  change  the  lumen  to  a  full  circular  shape. 

At  66  mm.  cuff  pressure  the  first  sound  drops  out — "period  of  silence."  Other 
pulse  waves  produce  the  softer  sounds,  the  lumens  alternating  between  circular 
and  partially  flattened  contours.  The  wave  failing  to  produce  a  sound  has 
the  lumens  alternating  between  contours  of  circles  only,  a  condition  which  pre- 
vails (or  all  pulse  waves,  with  total  absence  of  sounds,  when  cuff  pressure  is 
lowered  to  45  mm.  pressure. 

8.  In  the  sections  of  the  diagram  with  cuff  pressure  set  at  104  mm.  Hg.  or  less 
an  attempt  is  made  to  indicate  roughly  the  portion  of  diastolic  and  systolic  per- 
iod during  which  the  artery  is  completely  obliterated.  This  is  done  by  varying 
the  length  of  the  horizontal  line  in  the  trough  of  the  pulse  wave.  As  will  be  seen 
the  flat  troughs  disappear  entirely  with  cuff  pressure  as- low  as  66  and  45.  Had 
this  plan  been  carried  out  in  the  scheme  with  cuff  pressures  at  130  and  125  the 
pulse  waves  would  all,  save  one,  be  perpendicular  with  the  two  limbs  of  each  wave 
superimposed  and  the  flat  troughs  covering  the  whole  of  the  systole  as  well  as 
diastole.  These  changes  in  the  flattening  of  trough  in  the  pulse  waves  can  well 
be  seen  in  sphygmomamometer  tracings. 
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teiy  must  not  have  been  collapsed  at  any  time  during  the  cardiac  cycle 
in  question. 

We  are  not  to  infer  that  when  the  external  pressure  is  insufficient  to 
cause  collapse  of  the  artery  there  is  no  deformation  of  the  arterial  croes 
section  during  diastole.  It  has  been  shown  (MacWilliams  and  Melvin) 
that  the  artery  undergoes  a  phase  of  partial  flattening  with  lowered  ex- 
ternal pressures.  Finally  the  external  pressure  may  be  lowered  to 
such  an  extent  that  there  is  no  deformation  of  the  arterial  crosssection 
even  during  complete  diastole.  Under  these  conditions  the  art«ry  is 
in  the  same  condition  as  regards  its  contour  (but  not  as  regards  its 
diameter)  as  it  would  be  were  the  cuff  and  external  pressure  absent 
altogether. 

By  inspection  of  the  record  (fig.  1)  this  sequence  of  events  in  regard 
to  the  character  of  the  pulse  wave  is  seen  graphically  recorded.  At  the 
pressure  85  mm.  Hg.  it  is  seen  that  the  pulse  tracing  coincident  with 
the  lowered  arterial  pressure  during  expiration  (down  stroke  of  respira- 
tion lever)  has  Battened  troughs  (diastole),  wliile  with  the  higher  ar- 
terial pressure  during  inspiration  there  is  no  flattening  of  the  troughs. 
In  the  first  case  the  artery  has  collapsed  during  diastole,  in  the  second 
case  it  has  remained  patent  for  the  whole  cardiac  cycle.  Contrasting 
this  region  of  the  record  with  that  at  120  mm.  Hg.  external  pressure 
and  that  at  71  mm.  Hg.  external  pressure  it  is  seen  that  in  the  former 
the  artery  collapses  with  each  and  every  diastole,  while  in  the  latter  the 
record  indicates  that  it  is  patent  during  the  whole  cardiac  cycle  and 
we  infer  (since  a  sound  is  produced)  that  it  suffers  only  a  certain  de- 
gree of  flattening.  It  was  observed  in  our  experiments  indeed  that 
the  change  from  the  phase  of  collapse  to  the  phase  in  which  collapse 
does  not  occm:  is  marked  by  a  change  in  the  character  of  the  sounds 
heard.  A  schematic  representation  of  events  as  they  occur  in  this 
record  together  with  their  relation  to  sound  production  has  been  prepared 
in  figure  2.    The  explanatory  note  describes  it  in  detail. 

On  the  basis  of  the  water  hammer  theory  of  sound  production  (Er- 
langer)  one  finds  an  explanation  of  the  changing  character  of  the  sounds 
(as  external  pressure  is  lowered)  which  is  most  suggestive  and  adds 
something  to  our  notion  of  their  significance  and  value  as  criteria.  As 
external  pressures  are  lowered  below  the  sirstoUc  level,  the  intensity  of 
the  sound  increases  to  a  certain  maximum  of  intensity  and  then  sud- 
denly diminishes.  From  this  point  on  the  sounds  become  funter  and 
finally  disappear.  One  should  be  able  to  explain  the  changing  inten- 
sity by  a  corresponding  change  in  water-hammer-pressure.    The  evi- 
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dence  of  changing  water-hammer  pressure  can  be  found  in  the  charac- 
ter of  the  pulse  wave  (length  of  obliteration  period) ,  while  the  changes 
in  sound  intensity  may  be  observed  and  the  relation  of  the  one  to  the 
other  noted. 

If  during  the  cardiac  cycle  the  artery  underneath  the  cuff  becomes 
obliterated,  the  column  of  blood  distal  to  the  cuff  will  become  practi- 
cally motionless  (being  moved  only  by  contraction  of  the  walls  of  the 
distal  segment),  since  no  blood  can  pass  the  obliterated  segment  and 
enter  it  from  above.  Moreover  the  degree  to  which  this  distal  column 
of  blood  is  slowed  cannot  be  greatly  influenced  by  the  length  of  time 
during  which  obliteration  lasts.  Once  arrested  by  obliteration,  con- 
tinued obliteration  can  add  little  to  the  effect.  Under  these  ciram- 
stances  one  factor  in  the  production  of  a  water  hammer  pressure  is  at 
its  maximum.  On  the  other  hand,  the  obliterated  segment  offers  a 
resistance  to  the  pulse  wave  proceeding  through  the  proximal  segment 
'  and  serves  to  reduce  its  force  and  velocity  before  its  impact  upon  the 
distal  segment  occurs.  Though  the  length  of  the  obliteration  period 
does  not  materially  effect  the  velocity  of  the  distal  colunm,  yet  as  the 
period  is  shortened  there  will  be  a  corresponding  increase  in  the  force 
and  velocity  with  which  the  proximal  column  strikes  the  distal  column 
(compare  Erlanger  (5),  p.  86).  Therefore  as  the  obliteration  period 
'  is  shortened  with  the  lower  external  pressure  there  is  an  increase  of 
water  hammer  pressure  with  each  lowering  of  external  pressure.  This 
increase  should  oontinue  to  the  point  at  which  obliteration  fails  to 
occur.  When  the  external  pressure  is  lowered  to  a  point  at  which  no 
obhteration  occurs,  the  distal  column  of  blood  is  kept  moving  through- 
out diastole,  for  blood  is  allowed  to  pass  the  segment  underneath  the 
cuff  and  enter  the  distal  artery.  The  impact  of  the  proximal  column 
upon  this  moving  distal  colunm  will  result  in  a  decreased  water  hammer 
pressure  being  produced.  The  transition  from  a  stagnant  to  a  moving 
distal  column  is  sudden,  and  there  is  a  correspondingly  sudden  decrease 
in  water  hammer  pressure.  Also  we  should  expect  at  this  point  a  sud- 
den decrease  in  the  intensity  of  sound.  The  relation  of  the  oblitera- 
tion period  and  its  effect  on  the  factors  producing  a  water  hammer 
pressure  as  we  conceive  it,  is  shown  in  the  digram  (fig.  3). 

Evidence  of  this  sequence  of  events  together  with  it«  relation  to 
sound  production  is  obtained  from  the  record  in  figure  1,  Changes  in 
the  water  hammer  pressure  may  be  followed  by  the  reader,  as  it  was 
observed  in  our  experiments,  by  the  changing  length  of  time  during 
which  the  troi^h  of  the  pulse  wave  runs  horizontally.    The  horizontals 
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(in  trouf^  of  pulse  wave)  iutlicatiag  obliteration  decrease  in  length  as 
the  sound  becomes  more  intense  to  the  observer.  The  disappearance 
of  these  horizontals  indicating  no  obliteration  was  attended  by  the 
sudden  change  in  the  intensity  of  the  sound.  ObviouBly  the  extonal 
pressure  sufficient  to  cause  obliteration  is  somewhst  above  the  lowest 
(diastolic)  pressure  occurring  in  the  artery  during  a  cardiac  cycle. 


Figun 


to  OhliteroLtion 


hence  the  change  of  sounds  is  not  to  be  taken  as  an  index  of  diastolic 
pressure.  From  this  point  down  sounds  continue,  A  point  is  finally 
reached  where  no  sound  is  produced.  We  are  led  to  beUeve  by  infer- 
ence that  this  lower  period  of  sound  production  is  attended  by  some 
deformation  of  the  arterial  wall.  The  level  of  external  pressure  at 
which  no  deformation  occurs  should  be  equal  to  the  diastolic  pressure. 
At  this  level  the  internal  and  external  pressures  simply  equalize  each 
other. 
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THE   qUANTITATITE  DETERUINATION   OF  THE   RE8FIRATOBT   CHANQE   OF 
ABTEitlAL   PRESBUBE 

As  stated  in  an  earlier  section  the  Korotkoff  sounds  may  also  be 
used  as  an  index  in  the  measurement  of  the  extent  of  blood  pressure 
change  accompanyii^  respirations. 

During  a  decompression  experiment  the  level  at  which  the  first  few 
sounds  are  beard  (or  at  which  the  period  of  sounds  is  first  introduced) 
must  be  the  level  of  the  behest  systolic  pressure  diu-ing  a  respiratory 
cycle.     This  may  be  called  the  maximum  respiratory  systolic  pressure. 

When  upon  further  decompression  tbe  sounds  are  constant  for  the 
first  time  throughout  the  whole  of  the  respiratory  cycle,  the  level  of 
the  lowest  systolic  pressure  is  reached.  This  pressure  may  be  called 
the  minimum  respiratory  systolic  pressure. 

Similarly  when  further  decompression  brings  one  into  the  diastolic 
region,  there  will  be  &  transition  from  constant  sounds  during  the  whole 
of  respiration  to  a  level  where 
the  sounds  b^iiin  to  take  on  a 
periodic  character  again.  Tbe 
pressure  at  which  this  second 
periodicity  of  sounds  just  be- 
gins is  taken  as  the  highest 
diastolic  level  and  has  been 
called  the  maximum  Tespiraiory 
diastolic  pressure. 

Upon  still  further  decompres- 
sion even  the  periodic  sounds 
drop  out.  The  level  of  pressure  at  which  the  period  of  silence  for  the 
first  time  covers  the  whole  of  a  respiratory  cycle  is  taken  aa  the  lowest 
diastolic  pressure  during  a  respiration  and  has  been  called  the  minimum 
respiratory  diastolic  pressure. 

It  should  be  stated  at  this  point  that  the  directions  in  which  deep 
respirations  influence  the  maximum  and  minimum  systolic  and  dias- 
tolic levels  away  from  what  would  be  (mean)  systolic  anddiastoUc 
pressures  with  quiet  breathing  may  be  various.  This  is  graphically 
shown  in  figure  4,  where  three  cases  are  plotted. 

(1)  The  maximum  systolic  is  raised  above  the  systolic  level  of  quiet 
breathing,  while  the  systolic  level  of  quiet  breathing  now  becomes  the 
minimum  systolic. 

(2)  In  addition  to  the  raising  of  the  maximum  systolic  above  the 
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level  of  normal  breathing,  there  is  a  fall  of  the  minimum  systolic  belotr 
this  level. 

(3)  The  syatolic  level  of  normal  breathing  becomes  the  maximum  ays- 
tolic  while  the  minimum  is  reduced  to  a  point  below  the  syatolic  level 
of  normal  breathing. 

The  nature  of  the  change  in  the  diastolic  level  is  the  same  as  that  in 
lie  systolic  level.  These  combinations  are  put  to  schemata  in  the 
^ure  4.  Probably  in  the  usual  case  something  resembling  (2)  is  what 
actually  occurs — a  combination  of  (1)  and  C3). 

In  any  case  the  "Respiration  pulse  pressure"  (heavy  broken  lines) 
far  exceeds  the  ordinary  pulse  pressure  (distance  from  S  to  D,  the  sys- 
toHc  and  diastohc  levels  of  quiet  breathing). 

UBTHOD   AND   RESULTS 

The  uBual  wide-cuff  compreesion  bag  was  apphed  to  the  arm  endloa- 
ing  the  brachial  artery.  In  the  path  of  the  compression  chamber  were 
inserted  the  usual  mercury  manometer,  inflation  bulb,  needle  valve 
and  Marey  sphygmoscope.  The  latter  connected  directly  with  a  double 
lever  Marey  tambour.  Instead  of  the  parts  of  the  apparatus  being 
crowded  together  compactly  as  is  usual  in  a  sphygmomanometer  for  bed- 
side use,  they  were  strung  out  in  a  linear  arrangement  with  the  sphyg- 
momanometer lever  at  one  end  free  to  be  applied  to  the  writing  sur- 
face of  an  ordinary  drum  kymagraphion. 

Provision  was  made  for  simultaneous  tracings  on  the  drum  record 
for  the  following: 

(a)  The  blood-pressure,  or  sphygmomanometer  lever. 

(b)  The  mechanical  respiratory  movements.  A  lever  with  Ludwig 
writing  tip  (chord  recording  lever)  traced  these  movements.  The  trans- 
mission of  the  movement  was  done  by  a  pneumatic  system  of  elastic 
bags,  with  a  Marey  bulb  intercalated. 

(c)  An  electro^magnet  signal  lever  to  record  sounds.  The  key  of 
this  lever  was  operated  in  the  hand  of  the  person  listening  for  the  Ko- 
rotkoff  sounds.  Every  sound  was  thus  recorded  throughout  an  experi- 
ment. The  loss  of  time  (mechanical  and  reaction  time  of  the  observer) 
in  recording  the  separate  sounds  was  neglible  in  this  work  because  we 
were  not  trying  to  determine  at  what  point  of  time  in  the  cardiac  cycle 
the  sound  was  produced.  The  method  of  stopping  the  drum  at  each 
change  of  level  of  cuff  pressure  automatically"  marked  off  on  the  record 
the  portion  belonging  to  each  of  the  pressure  levels. 

'  By  means  of  the  scratch  marks  of  the  moving  lever  tips.  Thus  also  does 
one  have  a  continuous  control  of  the  vertical  relation  of  the  writing  tips. 
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In  c&se  continuous  decompression  was  elected 

(d)  a  fourth  signal  lever  operated  by  a  key  in  the  hand  of  another 
observer  marked  oft  each  5  mm.  fall  in  manometer  pressure.  This 
was  only  employed  in  continuous  decompression  experiments.  In  most 
of  the  experiments  the  subjects  were  required  to  breathe  as  deep  and 
slowly  as  they  could  with  comfort  for  the  duration  of  an  experiment. 

A  type  of  the  graphic  records  thus  obtained  appears  in  figure  1, 
Bcrutiny  of  which  will  readily  show; 

(a)  The  periodicity  of  the  Korotkoff  sounds  in  the  regions  of  sys- 
tolic and  diastolic  pressures.  \ 

(b)  The  inversion,  or  reversal,  of  the  position  of  the  "period  of 
sounds"  in  relation  to  the  "period  of  silence"  of  a  respiratory  cycle  in 
the  systolic  region  when  compared  with  a  respiratory  cycle  in  the  dias- 
tolic region. 

(c)  The  inversion  of  the  respiratory  wave  in  the  sphygmomanometer 
trace  as  described  in  a  previous  communication. 

(d)  The  levels  at  which  maximum  respiratory  s^tolic  pressure  oc- 
curs— shortest  period  of  sounds,  and  minimn'in  respiratory  systolic 
pressure — shortest  period  of  silence,  or  transition  from  periodic  to  con- 
stant sounds,  both  in  the  systolic  region  of  the  sphygmomanometer 
trace. 

(e)  The  levels  at  which  the  maximum  and  minimum  respiratory  di- 
astoUc  pressures  occur — maximum  and  minimum  periods  of  sounds  in 
the  region  of  diastolic  pressure. 

(f )  The  inspkatory  rise  and  expiratory  fall  of  blood  pressure  is  shown 
by  position  of  the  "period  of  sounds"  in  relation  to  the  phases  of  the 
respiration.  See  trace  of  respiratory  movements.  Upstroke  of  lever 
is  the  inspiratory  movement. 

(g)  The  close  correspondence  between  the  periodicity  of  the  sounds 
and  the  rise  and  fall  of  the  cardio-respiratory  wave  in  the  sphygmoman- 
ometer trace. 

(h)  The  relation  of  changing  heart  rate  to  rise  and  fall  of  blood  pres- 
sure. 

Most  of  the  experiments  were  intermittent  decompression  experi- 
ments, the  pressure  intervals  being  5  mm.  The  order  of  events  there- 
fore is  the  order  as  they  occur  with  cufF-pressure  passing  from  h^;her 
to  lower  manometer  levels.  And  this  also  is,  as  far  as  the  data  are 
concerned,  the  order  adopted  in  recording  the  results  as  shown  id 
table  1. 

Stress  for  a  long  time  has  been  laid  upon  the  importance  of  pulse  pres- 
sure in  the  normal  experitnental  perfusion  of  the  various  organs  of  the 
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Deep  brtatkiTig  experimenit 
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Explanatory  note  to  T<d>le  1 

Column  I.  The  number  of  experiment  is  merely  here  indicated.  Data  con- 
cerning the  conditione  of  the  experiment  will  be  found  in  Table  2  after  the  cor- 
responding numbers.    The  Roman  numerals  refer  to  different  subjects. 

Column  t.  The  level  of  cuff-pressure  at  the  moment  when  the  periodic  sounds 
first  were  heard  are  here  listed.  The  level  is  styled  the  mam'mum  respirotorji 
iystolic  pressure . 

Column  S.  The  level  of  cuff  pressure  at  the  moment  when  the  sounds  lose 
their  periodicity  with  reference  to  the  respiration  is  noted  in  this  column.  The 
pressure  is  styled  the  minimum  retpiralory  tyetUie  preteure. 

Column  i-  The  level  of  cufT-pressure  at  the  moment  when,  during  further 
decompreBBion  the  sounds  again  first  fail  to  be  heard  for  a  portion  of  the  respi- 
ration interval.     This  pressure  is  called  the  maximum  TespiTatory  diastolic. 

Column  5.  The  level  of  cuS-pressure  when  the  period  of  sounds  becomes  re- 
duced to  one  or  two  pulse  beats  per  respiration,  or  the  level  at  which  for  the  first 
time  no  sounds  are  heard  at  all  during  a  respiration.  Styled,  minimum  respiro- 
tory  diiMtolic  pressure. 

From  the  observed  data  contained  in  these  four  columns  may  now  be  calcu- 
lated the  following: 

Column  B.  The  difference  between  maximum  and  minimum  respiratory  sys- 
tolic pressures.     This  gives  the  respiratory  tystolie  range. 

Column  7.    The  difference  between  the  maximum  and  minimum  respiratory 
diastolic  give  the  respiratory  diastolic  range. 
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body,  in  physical  examinations,  and  in  clinical  diagnosis  of  pathologic 
conditions  (2).  Pulse  pressure  is  indicative  of  a  combination  of  well 
known  factors,  such  as  elasticity  of  arterial  bed,  rate  and  force  of  heart- 
beat, etc. 

The  act  of  respiration  may  throw  into  the  whole  circulatory  system 
another  oscillation  wave  of  equally  great  magnitude,  synchrODOua  not 
with  the  heart-beat,  but  with  the  respiration  itself.  Upon  this  wave 
the  more  frequent  oscillations  of  the  heart-beat  are  superimposed.  To 
condense  the  picture  of  the  cardiac  effect  in  a  single  term  the  earlier 
authors  chose  the  expression,  pulse-pressure.  To  condense  the  picture 
of  the  respiratory  effect  in  a  single  term  one  may  similarly  speak  of 
the  respiratory-pressure.  This  would  be  the  difference  between  the  two 
systolic  levels  or  diastolic  levels,  or  the  effect  as  expressed  by  the  terms 
(see  columns  6  and  7  of  table  1)  respiratory  systolic  or  respiratory  dias- 
tolic range. 

The  combined  effect  of  these  two  great  oscillatory  changes,  pulse 
pressure  and  respiration  pressure,  with  all  their  underlying  physiologi- 
cal factors  may  likewise,  therefore,  be  summed  up  in  the  term,  Respi- 
ration-Pulse-Preamire . 

The  data  for  the  calculation  of  this  pressure  will  likewise  be  found  in 
table  1.  From  the  maximum  respiratory  systolic  one  simply  subtracts 
the  minimum  respiratory  diastolic  pressure..  This  has  been  taken  as 
the  measure  of  respiration-pulse-pressure,  for  obviously  the  "nuudmum 
respiratory  systolic"  would  not  have  been  so  high  nor  probably  the 
"minimum  respiratory  diastohc"  so  low,  but  for  the  act  of  deep 
respiration. 

The  respiration-pulse-pressure  as  thus  measured  from  our  data  are 
shown  in  table  2.  Here  also  are  added  other  data  belonging  to  the 
experiiAentfi  which  for  convenience  of  printing  do  not  appear  in  table 
1.  The  mean  pulse  pressure  for  each  case  is  also  added  for  compari- 
son.    The  data  for  the  mean  pulse  pressure  will  be  found  in  table  3. 

Determinations  of  the  mean  pulse  pressure  (and  of  both  systolic 
and  diastolic  pressures)  ^ould  have  been  made  while  the  subjects  were 
breathing  shallow  or  holding  the  breath  in  each  experiment  for  con- 
trols. This  will  be  done  in  the  work  to  follow.  The  increase  in  pres- 
sure changes  of  the  deeper  breathing  compared  with  the  normal  breath- 
ing may  be  even  more  striking  than  the  increase  shown  in  table  2.  Be 
that  as  it  may,  if  one  takes  the  ratios  of  the  increase  of  reepiration- 
pulse-pressure  over  and  above  that  of  the  correBponding  mean  pulse 
pressure  for  the  deep  breathing  experiments  as  shown  in  table  2,  one 
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*  See  tables  1  aad  3  for  the  data  from  which  these  presauree  are  determined. 

TABLE 
Mmk  arleritU  preigUTM  tn  deep-brealking  experimenU  in  mm.  of  mercury 
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*  This  presaure  is  obtained  from  the  difference  of  the  mean  systolic  and  mean 
diastolic.    Practically,  though  not  invariably,  the  same  figures  are  obtained  by 
taking  the  difference  between  maximum  systolic  and  maximum  diastolic  or  be- 
tween minimum  systolic  and  minimum  diastolic  pressures. 
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finds  the  increase  to  vary  from  19  per  cent  to  58  per  cent.    The  aver< 
age  of  ail  the  percentages  is  very  nearly  40  per  cent. 

GENERAL    REUARKS 

Since  the  magnitude  of  respiratory  pressure  varies  with  the  algebraic 
sum  of  the  respiration  factors  it  at  first  did  not  appear  that  there  could 
be  any  constancy  in  the  numerical  values  of  this  pressure.  Refinement 
of  analysis  and  method  may  alter  the  absolute  values  of  our  figures. 
In  any  event  we  must  bear  in  mind  that  the  respiration  pressures  are 
a  function  of  depth  and  time  interval  of  the  respiratory  act  and  may, 
and  do,  vary  greatly  m  the  individual  as  well  as  among  individuals,  as 
has  been  known  all  along  and  as  our  experiments  show.  The  big  gap 
in  our  knowlec^  has  been  how  mueh  does  blood  pressure  vary  with 
respiration,  and  how  mveh  can  it  be  made  to  vary.  Our  figures  answer 
these  questions  more  definitely  than  heretofore  has  been  attempted. 

It  should  be  stated  here  again  that  during  our  experiments,  while 
the  subjects  were  asked  to  breathe  deeply  and  slowly,  they  were  asked 
to  do  so  only  to  the  extent  to  which  they  could  still  feel  comfortable. 
Had  they  breathed  to  the  fullest  capacity  of  their  lungs  the  values  of 
respiration-pulse-preasure  would  doubtless  have  been  still  greater  than 
these  we  have  recorded. 

In  any  case  our  experiments  show  beyond  a  doubt  that  during  deep 
breathing  there  is  an  ebb  and  flow  of  the  blood  throughout  the  tissues 
on  a  much  greater  scale  than  physiologists  probably  would  have  sup- 
posed. 

When  one  looks  at  the  unexpected  magnitude  of  respiration-pulse- 
pressure  one  is  inclined  to  question  the  reckless  recommendation  to 
the  innocent  public  of  deep-breathing  as  a  harmless  form  of  physical 
exercise. 

Just  as  pulse  pressure  has  been  of  so  much  significance  to  the  physi- 
ologist, physical  director  and  clinician,  it  is  believed  that  the  determina- 
tion of  respiration-pulfle-presaure,  when  once  sufficient  data  are  gath- 
ered, may  prove  to  be  of  even  more  far  reaching  service  in  the  estima- 
tion of  physical  fitness,  in  the  determination  of  the  character  of  and 
damages  done  by  disease,  and  possibly  in  the  more  intelligent  prescript 
tion  of  physical  exercise. 
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BUmtART 


1.  A  method  for  the  determination  of  the  character  of  respiratory 
change  of  arterial  pressure  in  man  by  means  of  the  KorotkofT  soun(k 
is  described. 

2.  'Ah  extension  of  this  method  is  further  described  whereby  one  may 
determine  the  extent  of  arterial  pressure  changes  in  man  accompuay- 
ing  respirations.  ■  Hie  pressure  change  so  detertnined  may  be  expressed 
in  terms  of  nun.  of  Hg. 

'  3.  The  difference  between  the  maximum  systolic  and  minimum  dias- 
tolic pressures  occurring  during  a  respiration  has  been  called  the  respi- 
roitffn-putoe-pressure. 

4.  In  deep  breathing  experiments  it  is  shown  that  the  respiration- 
pulse-pressure  may  be  from  19  to  58  per  cent  greater  than  the  ordinary 
pulse  pressure.- 

6.  A  discuBsion  of  the  significance  of  the  Korotkoff  sounds  and  of 
their  relation  to  certain  characteristics  in  the  corresponding  sphygmo- 
manometer tracing,  and  to  the  critical  arterial  pressures  in  man,  is 
included  in  the  body  of  the  paper. 

6.  It  is  shown  that  the  extent  and  duration  of  the  obliteration  of 
the  art«y  in  a  decompression  experiment  may  be  seen  in  the  sphygmo- 
manometer tracing  by  the  flattening  of  the  troughs  of  the  pulse  wave^:. 
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Within  the  skin  are  endorgans  capable  of  responding  to  tactile,  ther- 
mal and  painful  stimuli.  Impulses  arising  in  such  endorgans  are  propa- 
gated along  afferent  nerve  fibers  to  the  central  nervous  system.  Within 
the  spmal  cord  the  tactile,  thermal  and  painful  afferent  impulses  follow 
separate  paths  toward  the  brain — paths  which  have  been  mapped  with 
considerable  accuracy.  But  we  have  not  known  whether  in  a  periph- 
eral nerve  a  single  fiber  could  convey  only  one,  or  several  kinds  of 
afferent  impulses.  If  it  be  assumed  that  a  specific  set  of  fibers  medi- 
ates each  variety  of  cutaneous  sensation,  how  may  we  differentiate, 
for  example,  those  mediating  pain  from  the  other  afferent  fibers?  This 
entire  question  has  been  very  obscure  because  of  the  absence  of  any 
'  adequate  knowledge  as  to  the  structure  and  function  of  the  afferent 
fibers  in  the  peripheral  nerves.  Only  recently  has  our  information 
along  these  lines  become  sufficiently  precise  to  make  possible  a  solution 
of  the  problem. 

We  have  attacked  the  problem  along  lines  suggested  by  these  recent 
observations  and  have  conducted  a  series  of  experiments  the  results  of 
which  are  very  convincing.  It  will  be  necessary,  before  giving  an 
account  of  the  experiments,  to  siunmarize  the  recent  anatomical  and 
physiological  observations,  a  consideration  of  which  led  us  to  make  the 
experiments. 


'  The  first  paper  of  this  series  was  published  under  the  title  "The  conduction 
within  the  spinal  cord  of  the  afferent  impulses  producinE  pain  and  the  vasomotor 
reflexes,"  this  Jounml,  xxxriii,  p.  128. 
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8THTJCTOBE   OF   THE  AFFERENT   CEREBROSPINAL    NERVE    FIBEHS 

During  the  last  8)x  years  (1)  it  has  been  shown  by  means  of  a  new 
difTerential  axon  stain  that  the  spinal  nerves  contain  more  unmyelinated 
than  myelinated  6bers.  These  numerous  unmyelinated  fibers  had  not 
been  seen  before  because  they  could  not  be  stained  by  any  of  the  meth- 
ods previously  used.  They  have  been  demonstrated  in  great  numbers 
in  the  vagus  as  well  as  in  the  spinal  nerves  and  are  probably  present 
in  other  cranial  nerves  also.  It  has  been  shown  that  these  fibers  in  the 
spinal  nerves  arise  from  the  small  cells  of  the  spinal  ganglia.  These, 
like  the  larger  cells  of  the  ganglia,  are  unipolar  with  a  process  that 
divides  dichotomously.  One  branch  runs  peripherally  along  the  spinal 
nerve,  the  other  runs  centrally  along  the  dorsal  roots  to  the  spinal  cord. 
Both  remain  unmyelinated  throughout  their  course.  That  these  sm^ 
cells  of  the  spinal  ganglion  and  the  associated  unmyelinated  fibers  are 
afferent  elements  is  shown  by  the  location  of  the  cell  body  in  the  spinal 
ganglion  and  its  conformity  to  the  typical  structural  type  of  afferent 
neurones. 

Most  of  the  unmyelinated  fibers  in  the  spinal  nerves  go  to  the  skin; 
a  few  go  to  the  deeper  structures.  Traced  centrally  along  the  dorsal 
roots,  they  are  seen  to  run  into  the  tract  of  Lissauer  of  the  spinal  cord. 
As  the  root  approaches  the  spinal  cord  it  breaks  up  into  a  number  of 
fine  radicles  which  spread  out  in  a  longitudinal  direction  and  enter  the 
cord  along  the  posterolateral  sulcus.  Within  each  radicle  as  it  ap- 
proaches this  sulcus  the  unmyelinated  separate  out  from  among  the 
myelinated  fibers  and  take  up  a  position  around  the  circumference  of 
the  radicle  and  along  septa  that  divide  it  into  snmller  bundles.  Then, 
as  indicated  in  figure  1,  these  unmyelinated  fibers  run  toward  the 
lateral  side  of  the  radicle  and,  leaving  it  just  as  it  enters  the  cord,  they 
turn  ventrolaterally  into  the  tract  of  Lissauer.  They  are  accompanied 
by  a  few  fine  myelinated  fibers;  but  almost  all  of  the  myelinated  fibers 
run  medialward  over  the  substantia  gelatinosa  into  the  fasciculus  cu- 
neatus.  This  fasciculus  receives  practically  none  of  the  unmyelinated 
fiibers.  We  shall  speak  of  the  bundle  of  unmyelinated  fibers  that  turns 
ventrolaterally  into  the  tract  of  Lissauer  as  the  lateral  division  of  the 
root,  and  of  the  myelinated  fibers  that  run  over  the  substantia  gelati- 
nosa into  the  cuneate  fasciculus  as  the  medial  division.  The  fibers  of 
the  lateral  division  are  extremely  fine  and  closely  packed  together,  so 
that  it  is  small  as  compared  to  the  medial  division,  which  conststs 
of  very  much  coarser  fibers.     Yet  in  spite  of  its  small  size,  the  lateral 
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contains  fully  as  many  if  not  more  fibers  than  the  medial  division,  as 
can  be  readily  understood  when  one  considers  the  great  difference  in 
the  size  of  the  contained  fibers.  The  number  of  the  unmyehnated 
fibers  could  not  be  adequately  represented  in  a  low  power  drawing  like 
that  represented  in  figure  1. 

The  unmyelinated  fibers  run  up  or  down  in  Lissauer's  tract  for  only 
a  very  short  distance,  usually  less  than  a  segment.  They  then  turn 
into  and  end  in  the  substantia  gelatinosa,  which  is  to  be  regarded  as  the 
nucleus  of  reception  of  these  fibers.  That  is  to  say,  these  fibers  run 
into  the  gray  matter  at  or  near  the  level  at  which  they  enter  the  coi-d. 
Their  intraspinal  course  suggestB  at  once  that  they  are  the  fibers  of 
pain  and  temperature  sensations,  since  it  ie  known  that  the  afferent  im- 
pulses underlying  these  sensations  pass  through  the  gray  matter  as 
soon  as  they  reach  the  cord.  This  brings  us  to  a  consideration  of 
Head's  important  work  on  pain  and  temperature  sensations. 

PHOTOPATHIC   NKHVB   FIBERS 

An  important  advance  was  made  by  Head  and  his  associates  (2) 
when  they  showed  that  cutaneous  sensations  could  be  separated  into 
two  groups,  to  which  they  applied  the  terms  protopathic  and  epicritic. 
Under  the  term  protopathic  Head  groups  pain  and  the  temperature 
sensations  aroused  by  objects  under  22°  or  over  40°C.  This  group  is 
characterized  by  a  "peculiar  tingling  quality,"  by  radiation  into  other 
parts  than  those  stimulated,  and  by  failure  of  the  subject  to  localize  ac- 
curately the  point  stimulated.  Under  the  term  epicritic  he  groups  sen- 
sibility to  light  touch,  temperature  sensations  derived  from  objects  be- 
tween 22°  and  40°C.,  and  discrimination  of  the  two  compass  points. 
Sensations  of  this  sort  are  all  accurately  localized.  It  would  take  too 
much  space  to  tell  in  detail  how  these  two  types  of  sensation  were  sepa- 
rated from  each  other.  Obviously  such  a  distinction  could  not  be 
made  by  a  study  of  the  normal  skin.  It  was  found,  however,  that  after 
lesions  of  the  dorsal  roots  areas  of  pure  epicritic  sensation  appeared. 
Such  a  cutaneous  area  was  sensitive  to  light  touch  and  to  medium  de- 
grees of  temperature,  but  insensitive  to  pain  and  to  the  more  eirtreme 
degrees  of  temperature.  On  the  other  hand,  when  the  median  nerve 
was  cut  a  cutaneous  field  became  outlined  on  the  palm  of  the  hand,  in 
which  only  protopathic  sensations  were  experienced.  Here  the  skm 
was  sensitive  to  pain  and  to  the  extreme  degrees  of  temperature,  but 
insensitive  to  light  touch  and  the  intermediate  degrees  of  temperature. 
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All  sensations  from  such  an  area  were  poorly  loc^sed  and  had  a  pecu- 
liar tinfcling  quality.  Head  and  his  associates  studied  a  very  large 
series  of  cases  with  nerve  lesions  and  found  many  such  areas  of  disso- 
ciated f'ensation. 

It  is  maintained  by  Head  that  each  of  hb  two  sensory  groups  depends 
on  a  separate  ajiatomically  distinct  set  of  nerve  fibers.  He  presents 
good  and  convincing  reasons  for  this  belief,  but  space  does  not  permit 
us  to  repeat  the  argument  here.  We  wish  only  to  call  attention  to  a 
fact  which  might  easily  be  overlooked  in  reading  the  original  articles. 
In  areas  of  partial  anaesthesia  the  residual  sensation  may  be  either  pro- 
topathic  or  epicritic.  If  the  only  form  of  residual  sensation  were  pro- 
topathic  one  might  assume  that  it  depended  only  on  a  decreased  den- 
sity of  innervation.  It  might  easily  be  that  light  touch  required  a 
denser  mnervation  for  its  perception  thui  pain.  But  the  reverse  form 
of  partial  anaesthesia  also  occurs  (and  niunerous  examples  of  it  are 
given  by  Head)  in  which  epicritic  sensation  persists  over  an  area  de- 
void of  protopathic  sensation.  It  is  not  conceivable  that  a  simple  de- 
creased density  of  innervation  should  in  the  one  case  give  rise  to  a  lose 
of  light  touch  with  pain  persisting  and  in  another  case  cause  a  complete 
loss  of  pain  sense  while  light  touch  remains  normal.  Furthermore, 
these  areas  of  pure  epicritic  sensation  are  sensitive  to  temperature  be- 
tween 22°  and  40°,  but  insensitive  to  the  more  extreme  degrees  of  tem- 
perature. This  is  clearly  not  a  case  of  lowered  sensibility  due  to  de- 
creased density  of  innervation.  It  seems  clear  to  us  that  these  facts 
can  be  explained  only  on  Head's  assumption  that  there  are  two  kinds 
of  afferent  nerve  fibers,  which  differ  slightly  in  their  anatomical  distri- 
bution. 

According  to  Head,  the  unit  of  distribution  of  protopathic  fibers  is 
the  dorsal  root,  each  root  having  a  sharply  outlined  area  of  skin  which 
it  supplies  with  them.  The  epicritic  fibers  of  adjacent  roots  are  inter- 
mingled in  their  cutaneous  distribution.  Section  of  one  or  more  dorsal 
roots  deprives  a  sharply  circumscribed  area  of  skin  of  its  protopathic 
fibers,  while  epicritic  fibers  from  adjacent  roots  run  into  this  area,  en- 
dowing more  or  less  of  the  skin  near  its  border  with  pure  epicritic  sen- 
sation. Here  light  touch  is  felt,  but  not  pain,  warm  and  cold  objects 
are  discriminated  but  hot  and  cold  objects  give  rise  to  no  temperature 
sensation.  In  the  same  way  the  peripheral  nerve  is  the  unit  of  epicritic 
sensation.  The  epicritic  fibers  of  the  ulnar  nerve  are  limited  to  the 
area  of  skin  outlined  by  anatomists  as  representing  the  cutaneous  dis- 
tribution of  that  nerve;  but  the  protopathic  fibers  of  the  ulnar  run 
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long  distances  in  the  subcutaneoua  plexuses  into  the  areas  belonging  to 
adjacent  nerves.  When  the  median  nerve  is  cut  epicritic  sensation  is 
lost  over  the  entire  area  ordinarily  assigned  by  anatomists  to  that 
nerve,  but  protopathic  fibers  from  the  ulnar  nerve  run  into  this  area 
endowing  a  considerable  extent  of  the  skin  near  the  border  of  the  area 
with  pure  protopathic  sensation.  Here  pain  is  felt  but  not  touch. 
Hot  and  cold  objects  are  distinguished,  but  warm  and  cool  objects  give 
rise  to  no  temperature  sensation. 

Facts  which  are  otherwise  inexplicable  are  thus  readily  understood 
on  the  assumption  of  two  kinds  of  nerve  fibers  which  vary  slightly  in 
their  anatomical  distribution.  This  assumption  acquires  still  greater 
significance  m  view  of  the  recent  demonstration  that  there  are  two 
kinds  of  afferent  cerebrospinal  nerve  fibers  which  di0er  both  in  structure 
and  distribution. 

As  we  have  seen  in  the  first  section  of  this  paper,  there  are  in  the  cere- 
brospinal nerves,  great  numbers  of  unmyelinated  fibers  which  had  been 
previously  overlooked.  The  most  striking  parallel  exists  between  what 
is  known  of  the  protopathic  fibers  and  what  has  recently  been  deter- 
mined in  regard  to  the  unmyelinated  fibers.  This  comparison  can  be 
carried  out  with  great  detail  and  with  the  most  convincing  results;  but 
it  involves  many  details  which  have  no  place  in  this  paper  and  have  been 
presented  elsewhere  (3).  The  course  of  the  afferent  fibers  in  the  dor- 
sal root  and  spinal  cord,  has,  however,  a  direct  bearing  on  the  present 
investigation  and  must  be  considered  here. 

It  is  well  known  that  the  afferent  impulses  underlying  sensations  of 
pain  and  temperature  must  pass  thiough  the  gray  matter  andcrossto 
the  opposite  side  of  the  cord  at  or  near  the  level  at  which  they  reach  it. 
Head  (2)  has  shown  that  this  is  true  for  temperature  sensation  of  the 
epiciitic  as  well  as  of  the  protopathic  order.  According  to  him,  the 
other  elements  of  the  epicritic  group  (touch,  tactile  discrimination  and 
tactile  localization),  are  carried  upward  on  the  same  side  of  the  cord  in 
the  posterior  funiculus  for  varying  distances  before  ending  in  the  gray 
matter.  He  maintains  that  the  tactile  impulses  coming  in  along  a  given 
root  do  not  cross  to  the  opposite  side  of  the  cord  all  at  once,  but  that 
they  ascend  in  the  posterior  columns  for  varying  distances.  The  cross- 
ing at  various  levels,  of  impulses  coming  in  by  a  single  root  gives  rise 
to  a  double  pathway  for  touch,  uncrossed  fibers  of  the  first  order  paral- 
leling Grossed  fibers  of  the  second  order  for  a  certain  number  of  seg- 
ments. This  double  path  no  doubt  accounts  for  the  conflicting  obser- 
vations on  the  conduction  of  tactile  impulses,  which  are  found  in  the 
literature. 
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The  facts  that  have  been  ascertained  regarding  the  intraspinal  course 
of  the  unmyelinated  fibers  are  in  complete  accord  with  the  view  that 
they  are  the  conductors  of  protopathic  aiTerent  impulses.  As  a  dorsal 
root  enters  the  spinal  cord  the  two  kinds  of  fibers  separate;  the  unmy- 
elinated turn  laterally  into  Lissauer's  tract,  while  the  myelinated  run 
on  into  the  posterior  funiculus.  Few,  if  any,  unmyelinated  fibers  enter 
that  funiculus,  but  a  few  fine  myelinated  fibers  run  into  the  tract  of 
Lissauer.  This  consists  chiefly  of  unmyelinated  axons,  scattered  unong 
which  are  a  few  fine  myelinated  fibers.  From  the  level  at  which  they 
enttir  the  cord  these  fibers  ascend  or  descend  in  the  tract  for  a  very 
short  dbtance  not  exceeding  one  or  two  segments.  The  substantia 
gelatinosa  seems  to  be  the  sensory  nucleus  associated  with  this  tract. 

The  unmyelinated  fibers,  then,  eater  the  gray  matter  at  or  near  the 
level  at  which  they  enter  the  cord.  In  this  they  are  in  exact  ^reement 
with  the  fibers  conveying  protopathic  sensation.  The  myelinated 
fibera,  which  alone  enter  the  posterior  funiculus,  correspond  in  their  in- 
tramedullary course  to  the  fibers  carrying  light  touch,  tactile  discrimi- 
nation and  tactile  localization,  since  according  to  Head  these  ascend 
for  longer  or  shorter  distances  in  this  funiculus  before  entering  the  gray 
matter.  As  to  the  temperature  sensations  in  the  epicritic  range,  they 
are  probably  conveyed  by  the  fine  myelinated  dorsal  root  fibers  that 
run  with  the  unmyelinated  ones  into  the  tract  of  Lissauer.  It  is  thus 
apparent  that  we  have  at  hand  data  sufficient  to  explain  the  intramedul- 
lary course  of  the  protopathic  and  epicritic  sensations  in  terms  of  the 
demonstrated  intramedullary  course  of  the  myelinated  and  unmyeli- 
nated fibers. 

The  function  of  the  tract  of  lAssauer.  Experiments  on  the  spinal  cord 
of  the  cat  (4)  have  shown  that  the  tract  of  Lissauer  and  the  substantial 
gelatinosa  Kolandi  are  at  least  closely  associated  with  the  pain  recep- 
tion and  conduction  apparatus.  It  was  found  that  while  bilateral  de- 
struction of  the  tract  of  Lissauer  and  the  substantia  gelatinosa  at  the 
level  of  the  first  lumbar  segment  of  the  cat's  cord  did  not  interfere  in 
any  way  with  the  perception  of  pain  in  the  hind  limb,  it  entirely 
eliminated  the  pressor  vasomotor  reflex  from  stimulation  of  the  sciatic 
nerve.  Now,  the  vasomotor  reflexes  are  distinctly  protopathic  in  that 
they  are  produced  almost  exclusively  by  pain  and  temperature  sensa- 
tions. The  evidence  presented  in  that  paper  showed  that  the  tract  of 
Lissauer  Eind  the  substantia  gelatinosa  formed  a  path  for  the  conduc- 
tion of  the  afferent  impulses  involved  in  the  reflex  vasoconstriction  due 
to  painful  sciatic  stimiilation.    It  seemed  probable  to  us  that  the  tract 
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of  Lissauer  and  the  substantia  gelatinosa  Rolandi  formed  an  apparatus 
for  the  reception  and  intersegmental  conduction  of  painful  afferent 
impulses.  Some  impulses  from  this  apparatus  passing  over  to  the 
spinotholamic  tract  would  reach  the  cortex  and  find  expression  as  con- 
scious pain,  while  other  impulses  received  in  this  apparatus  would  as- 
cend and  descend  within  it,  producing  pain  reflexes.  So  far  as  the  evi- 
dence goes,  this  work  favors  the  theory  that  the  unmyelinated  fibers 
conduct  protopathic  sensation,  in  that  it  shows  that  the  portion  of  the 
cord  in  which  these  fibers  run  and  terminate  forms  part  of  a  protopathic 
reflex  arc. 

STATEMENT  OF  THE  PROBLEM  AND  OUTLINE  OF  THE  EXPERIMENT 

It  occurred  to  us  that  the  sharp  separation  of  dorsal  root  fibers  to 
form  the  medial  and  lateral  divisions  of  the  root  could  be  made  the 
basis  of  some  interesting  experiments.  By  raising  the  root  and  cut- 
ting in  the  direction  of  the  arrow  A  in  figure  1,  the  lateral  could  be  cut 
without  injuring  the  medial  division.  On  the  other  hand,  by  a  cut  in 
the  direction  of  line  B  in  figure  1  the  medial  could  be  cut  without  in- 
juring the  lateral  division..  Stimulation  of  a  root  before  and  after  such 
an  operation  might  yield  information  concerning  the  sort  of  afferent 
impulses  that  enter  the  cord  by  way  of  each  of  these  two  divisions  of 
the  root,  and  concerning  the  function  of  the  myelinated  and  unmyeli- 
nated fibers. 

TECHNIQUE 

Adult  cats  were  used  for  the  experiment.  The  spinal  canal  was 
opened  by  removal  of  the  spinous  processes  and  laminae  from  the  fifth 
lumbar  to  the  first  sacral  vertebra  inclusive.  In  all  but  the  first  three 
experiments  this  was  done  as  a  preliminary  operation  under  rigid  asep- 
sis and  the  animals  were  allowed  to  recover  from  the  loss  of  blood  and 
shock  of  this  operation  for  a  period  of  five  to  ten  days.  The  three  cats 
in  which  the  exposure  and  experiment  were  carried  out  under  one  anaes- 
thetic had  a  very  low  blood  pressure,  but  those  which  were  allowed  to 
recover  from  the  preliminary  operation  showed  a  normal  blood  pressure 
dm'ing  the  subsequent  experiment. 

During  the  experiment  the  animals  were  under  ether  anaesthesia. 
A  tracheotomy  was  performed  and  an  ether  bottle  attached.  Care  was 
taken  to  maintain  a  constant  and  rather  light  grade  of  anaesthesia. 
Connections  were  made  to  secure  carotid  blood  pressure  tracings.  The 
animal  was  then  placed  on  an  animal  board  so  arranged  that  the  weight 
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was  borne  entirely  by  the  upper  part  of  the  thorax  and  the  pelvis — 
the  lower  part  of  the  thorax  and  the  abdomen  being  free  to  move  dur- 
ing respiration  without  coming  in  contact  with  the  boEird. 

The  dura  mater  was  opened  by  a  median  dorsal  incbion  correspond- 
ing to  the  length  of  the  defect  in  the  bony  canal.  The  last  large  root 
was  selected  for  the  experiment,  and  at  the  autopsy  this  was  found 


Fia.  1.  From  a  Bection  of  the  seventh  lumbar  segment  of  the  spiwkl  cord  of 
the  cat.  Arrow  A  indicates  the  direction  of  a  cut  through  the  lateral  division  of 
the  root.  Line  B  indicates  the  direction  and  extent  of  a  out  through  the  medial 
division  of  the  root. 

to  have  been  the  last  lumbar  in  every  case  except  two  in  which  it  was 
the  first  sacral.  A  ligature  was  passed  around  the  root  selected  at  the 
level  of  the  ganglion;  the  ligature  was  tied  and  the  nerve  cut  distal  to 
it.  The  nerve  was  raised  by  traction  on  the  iigating  thread  and  the 
ventral  root  was  divided  just  proximal  to  the  ligature.  The  prepara^ 
tion  then  consisted  essentially  of  a  dorsal  root  ligated  and  cut  distal  to 
the  ligature,  but  still  attached  centrally  to  the  spinal  cord.    The  sev- 
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enth  lumbar  and  first  sacral  roots  are  long  and  furnished  a  preparation 
2  or  3  cm.  in  length.  They  were  chosen  partly  because  of  their  length 
and  partly  because  the  separation  into  medial  and  lateral  divieions  is 
very  evident  in  these  roots.  The  two  divisions  are  so  placed  as  to  be 
readily  divided  separately. 

During  stimulation  the  root  was  elevated  by  gentle  traction  on  the 
ligating  thread.  Standard  platinum  electrodes  were  applied  a  short 
distance  proximal  to  the  lagature.  The  stimulus  was  a  faradic  current 
derived  from  a  Stoelting  inductorium  No.  7090,  through  the  primary  of 
which  was  passed  a  constant  half  ampere  cuiTent.  The  position  of 
the  secondary  varied  from  5  to  8.  Note  was  made  of  the  changes  in 
respiration  and  any  struggling  produced  by  the  stimulus  and  the  vaso- 
motor reflexes  were  recorded  on  the  kymograph. 

After  a  record  had  been  taken  of  the  results  of  stimulating  the  root, 
the  desired  cut  was  made  with  a  sharp  iridectomy  knife.  The  knife 
was  drawn  carefully  along  either  the  medial  or  the  lateral  side  of  the 
entering  root.  The  incisions  along  the  lateral  side  of  the  root  in  the  di- 
rection of  the  arrow  in  figure  1  were  always  very  restricted  in  extent. 
The  cuts  on  the  medial  side  varied,  in  two  cases  extending  deeply  into 
the  cord  as  indicated  by  the  line  B  in  figure  1.  After  the  cut  had  been 
made  the  root  was  stimulated  again  in  the  same  manner  and  with  the 
same  strength  of  current  as  before. 

The  rootlets  into  which  each  root  divides  as  it  enters  the  cord  are 
very  small  and  the  prepuation  requires  careful  handling.  On  account 
of  the  small  size  of  the  rootlets  it  was  felt  that  there  was  danger  that 
they  might  become  chilled  or  dry  during  the  experiment.  In  order  to 
prevent  such  an  error  the  cord  and  roots  were  kept  flooded  with  nor- 
mal salt  solution  at  39''C.,  except  during  the  time  of  stimulation.  Pre- 
ceding each  stimulation  the  saline  was  removed  with  absorbent  cotton 
and  the  cut  end  of  the  root  elevated  by  gentle  traction  on  the  ligating 
thread.  Since  the  preparation  was  at  least  2  cm.  loi^  and  the  stimulus 
was  applied  close  to  the  ligature,  there  was  no  danger  of  an  escape  of 
current  to  the  cord  or  other  roots. 

After  one  root  had  been  tested  in  this  way  the  corresponding  root  of 
the  opposite  side  was  used.  In  most  of  the  cats  the  medial  division  of 
one  root  was  cut  and  the  lateral  division  of  the  other.  In  this  way  it 
was  possible  to  compare  the  effects  of  the  two  lesions  in  the  same  cat 
under  the  same  conditions  of  anaesthesia,  blood  pressure  and  vasomotor 
irritability. 

The  animal  was  then  autopsied  and  the  roots  identified.     They  were 
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usually  the  seveDtb  lumbar,  but  twice  the  first  sacral.  The  roots  and 
corresponding  segment  of  the  cord  were  removed  together  and  cut  into 
serial  sections  stained  by  the  pyridine  silver  technique.  These  sec- 
tions were  studied  under  the  microscope  and  the  exact  amount  and 
character  of  the  damage  done  in  each  case  was  determined. 

SECTION   OF   THB  LATERAL  DIVISION   OF   THE  DORSAL   ROOT 

The  lateral  division  of  the  root  was  cut  in  three  first  sacral  nerves — 
on  one  side  in  one  cat  aad  on  both  sides  in  another  cat — and  in  three 
seventh  lumbar  nerves — one  nerve  in  each  of  three  cats.  In  two  of 
these  six  experiments  stimulation  of  the  root  preceding  the  section  of 
the  lateral  division  gave  rise  to  some  stn^gling,  although  the  animalB 
were  under  moderately  deep  anaesthesia.  This  struggling  was  not 
elicited  by  stimulation  of  the  same  root  with  the  same  strength  of  cur- 
rent after  the  lateral  division  had  been  cut,  although  it  could  still  be 
eUcited  by  stimulating  other  nerve  roots.  Stimulation  of  the  intact 
root  resulted  in  an  increase  in  rate  and  depth  of  respiration;  the  same 
stimulation  after  section  of  the  lateral  division  gave  rise  to  no  change  in 
respiration.  In  each  of  the  six  experiments  stimulation  of  the  intact 
root  caused  an  increase  in  blood  pressure — the  typical  pressor  curve — 
and  in  each  instance  the  pressor  reflex  was  found  to  have  disappeared 
after  section  of  the  lateral  division  of  the  root.  In  most  cases  these 
results  were  checked  by  a  subsequent  stimulation  of  another  root 
which  gave  both  the  pressor  reflex  and  changes  in  respiration  showing 
that  the  respiratory  and  vasomotor  centers  were  still  functioning  nor- 
mally. It  is  evident  that  the  lesion,  which  was  a  very  superficial  one 
on  the  lateral  aspect  of  the  entering  root,  prevented  the  entrance  into 
the  cord  of  those  afferent  impulses  that  cause  struj^ling,  increased  rate 
and  depth  of  respiration,  and  the  pressor  vasomotor  reflex.  In  four 
experiments  the  pressor  reflex  was  entirely  obliterated  and  in  the  other 
two  there  remained  only  the  slightest  trace  of  this  reflex. 

In  each  case  the  cord  segment  and  dorsal  root  involved  were  stained 
by  the  pyridine  silver  method  and  cut  into  serial  sections  which  were 
carefully  studied  under  the  microscope.  These  showed  that  the  lesion 
had  been  accurately  placed  and  was  very  restricted.  Although  a  ma- 
jority of  the  fibers  of  the  lateral  division  had  been  cut,  some  had  es- 
caped. In  only  one  experiment  was  the  division  of  this  part  of  the  root 
complete;  but  in  every  case  it  had  suffered  serious  dam^e.  In  none 
of  these  experiments  had  the  medial  division  of  the  root  been  injured. 
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The  medullated  fibers  of  the  root  could  be  foUowed  into  the  cuneate 
fasciculus  and  showed  no  evidence  of  having  been  damaged  by  the  lat- 
erally placed  cut. 

As  an  illustrarioD  of  the  results  obtained  we  will  cite  the  details  of 
one  experiment: 


Fio.  2.  Carotid  blood  pressure  tracing  from  Cat  64.  a,  Strong  faradic  stimu- 
lation of  the  left  serentb  lumbar  dorsal  root;  b,  same  stimulation  of  tbe  root 
afterits  lateral  division  bad  been  severed;  c,  same  stimulation  of  tbe  right  seveutb 
lumbar  root  after  a  cut  had  been  made  on  its  medial  aide  as  extensive  as  the  cut 
on  tbe  lateral  side  of  the  left  root. 

Cat.  64,  adult.  Preliminary  operation  of  opening  the  spinal  canal  December 
3,  1915.  Experiment  December  14,  1015.  Ether  anaesthesia.  Wound  in  skin 
and  muscles  opened  and  dura  exposed.  Tracheotomy.  Ether  bottle.  Carotid 
canula.  Dura  opened.  Cord  and  roots  kept  flooded  with  warm  normal  salt 
solution  except  during  stimulation.  Ligature  passed  around  the  left  seventh 
lumbar  nerve,  tied,  and  the  nerve  cut  distally.  Ventral  root  cut  near  the  liga- 
ture. Dorsal  root  gently  raised  by  the  ligating  thread  and  electrodes  applied 
close  to  the  ligature.  Faradic  stimulation  fifteen  seconds  with  the  secondary  coil 
at  S.  Result:  Good  pressor  reflex — figure  2a;  increased  rate  and  depth  of  respira- 
tion, the  increased  rate  being  indicated  in  figure  2a  by  the  obliteration  of  tbe  res- 
piratory wave  in  the  blood  pressure  tracing;  some  struggling.  A  very  small  cut 
along  the  lateral  side  of  the  root  in  the  direction  of  the  arrow  in  figure  1.    Root 
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Btimul&ted  as  before.  Result:  No  atruggliag;  no  change  in  reflpir&tioD;  no 
change  in  blood  pressure — figure  2b.  A  study  of  eerial  eections  shows  that  the 
lateral  division  of  the  root  was  completely  cut  with  practically  no  injury  to  the 
medial  division. 

SECTION  OP   THE  MEDIAL  DIVISION    OP  THE  D0B8AL  BOOT 

To  the  precediDg  experiments  the  objections  might  well  he  raised 
th&t  the  rootlets,  emergii^  in  linear  order  from  the  posterolateral  sul- 
cus and  miiting  to  form  the  dorsal  root,  are  so  very  fine  that  it  would 
be  impossible  to  make  the  cut  described  without  traumatizii^  them  to 
such  an  extent  as  to  render  all  the  fibers  nonconductive.  In  order  to 
meet  this  objection  it  was  necessary  only  to  subject  the  medial  side  of 
the  root  to  the  same  amount  of  trauma.  Now,  the  medial  division  is 
much  larger  than  the  lateral  and  a  cut  which  was  sufficient  to  sever 
the  lateral  would  be  only  a  superficial  cut  if  applied  to  the  medial  di- 
vision. If  the  results  of  the  preceding  series  of  experiments  had  been 
due  to  trauma  i » the  root  as  a  whole  the  same  results  should  be  obtained 
when  that  traiima  involved  the  medial  instead  of. the  lateril  side.  One 
such  experiment  was  performed.  In  Cat  64  the  right  seventh  lumbar 
dorsal  root  was  prepared  for  the  experiment  and  stimulated  as  in  the 
preceding  experiments.  Struggling,  changes  m  re^iration  and  a  pres- 
sor vasomotor  reflex  resulted.  Then  a  cut  was  made  along  the  medial 
side  of  the  entering  rooffully  equal  to  that  made  in  five  out  of  six  of  the 
experiments  on  the  lateral  division.  This  cut,  which  must  have  trau- 
matized the  root  as  a  whole  aa  much  as  did  the  lateral  cuts,  was  never- 
theless without  effect  on  the  pain  reflexes.  Stimulation  of  the  damaged 
root  brought  out  the  struggling,  changes  in  respiration  and  pressor  re- 
flex just  as  it  did  before  the  lesion,  and  these  pain  reflexes  were  undi- 
minished— ^figure  2c.  It  is  evident,  therefore,  that  the  injury  to  the 
lateral  side  of  the  root  had  the  effect  of  eliminating  the  pain  reflexes  not 
because  of  general  trauma  to  all  the  fibers  of  the  root,  but  because  of 
the  specific  lesion  in  the  lateral  division  of  the  root  which  involved  the 
unmyelinated  fibers. 

In  two  other  experiments  the  cut  on  the  medial  side  was  made  more 
boldly  and  extended  into  the  cord  along  the  line  B  in  figure  1,  cutting 
off  the  medial  division  of  the  root  as  it  runs  obliquely  upward  into  the 
fasciculus  cuneatus.  In  one  of  these.  Cat  61,  a  study  of  serial  sections 
shows  that  the  medial  division  of  each  and  every  radicle  of  the  left 
seventh  lumbar  root  was  completely  severed  along  the  line  of  5  in  figure 
1.    In  the  other,  Cat  66,  the  medial  division  of  the  highest  radicles  of 
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the  root  were  incompletely  severed  and  a  conaiderable  number  of  medul- 
lated  fibers  from  tbeae  radicles  ran  cephalad  on  the  lateral  side  of  the 
cut  to  reach  the  fasciculus  cuneatus.    It  is  true  that  a  few  medullated 
fibers  make  their  way  into  the  posterior  gray  column  lateral  to  the  line 
of  the  incision.    But  it  may  be  conservatively  estimated  that  in  Cat 
66  more  than  75  per  cent  of  the  medullated  fibers  of  the  root  were  cut, 
and  in  Cat  61  more  than  90  per  cent,  and  yet  in  neither  of  these  experi- 
ments  were  the    pain    reflexes    abolbhed. 
Figure  3  represents  a  tracing  from  Cat  61 
and  shows  that  after  section  of  the  major- 
ity of  its  medullated  fibers  (estimated  at  90 
per  cent)  stimulation  of  the  seventh  lum- 
bar root  gave  a  good  pressor  refiex.    It  is 
true  that  the  rise  was  30  per  cent  less  than 
that  produced  by  the  same  stimulation  be- 
fore the  medi^  cut  was  made,  but  this  was 
to  be  expected.    It  is  remarkable  that  so 
extensive  a  cut  could  be  made  so  close  to 
the  lateral  division  of  the  root  without  trau- 
matizing that  part  of  the  root  more  exten- 
sively than  is  indicated  by  a  30  per  cent 
decrease  in  its  conductivity.    In  Cat  66  the 
pain  reflexes  were  not  at  all  decreased  by 
section  of  the  medial'  division  of  the  root. 
This  experiment  shows  conclusively  that 
after  the  great  majority  of  the  myelinated 

fibers  have  been  cut  stimulation  of  the  root  ^^^  3  ^^^.^  ^^^^  p^^, 
still  gives  a  good  pressor  reflex.  This  is  amv  tracing  Cat  61.  Strong 
very  significant  in  connection  with  the  fact  f&radic  stimulation  of  the  left 
that  division  of  the  majority  of  the  un-  seventh  lumbar  doraal  root 
myelinated  fibers  through  a  relatively  small  f^'  *^«  ■"«^''''  division  bad 
lesion  on  the  later  side  of  the  root  completely  »|(,°g  tbe"ine  B 'n  figZY." 
abolished  the  pressor  reflex.     In  Cat  66, 

after  section  of  the  medial  division  of  the  root  stimulation  still  caused 
an  increase  in  depth  of  respiration  and  doubled  the  rate.  We  have  no 
record  of  the  respirations  in  Cat  61. 

From  the  results  of  these  last  two  experiments  it  may  be  concluded 
that  the  afferent  impulses  which  cause  changes  in  respiration  and  the 
.    pressor  vasomotor  reflex  are  not  conveyed  by  the  medial  division  of 
the  dorsal  roots. 
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INTBiRPHBTATlOK  OF  BBSDI^TS 

We  have  shown  that  the  afferent  impulses  producing  struggling,  in- 
creased rate  and  depth  of  respiration  and  the  pressor  vasomoror  reflex 
are  conducted  along  the  lateral  division  of  the  dorsal  root  and  not  aloi^ 
the  medial  division.  Now,  practically,  all  of  the  fibers  in  the  medial 
division  are  myelinated  and  the  great  majority  of  those  in  the  lateral 
division  are  unmyelinated.  Our  results  may,  therefore,  be  restated  as 
follows:  The  reflexes  mentioned  are  abolished  whenever  most  of  the 
unmyelinated  fibers  are  cut,  but  remain  unalTected  when  a  majority  of 
the  myelinated  fibers  have  been  divided.  The  conclusion  cannot  be 
avoided  that  the  afferent  impulses  bringing  about  these  reflexes  are 
mediated  by  unmyelinated  fibers. 

StruggUi^  and  the  changes  in  respiration  and  blood  pressure  which 
have  been  described  have  always  been  regarded  as  reflexes  produced  by 
painful  afferent  impulses  and  we  believe  that  we  may  safely  conclude 
from  our  experiments  that  the  afferent  impulses  underlying  conscious 
pain  also  reach  the  cord  by  way  of  the  unmyelinated  fibers,  although 
in  the  nature  of  things  this  can  never  be  absolutely  proven  by  animal 
experiments. 

Pain  belongs  to  Head's  group  of  protopathic  sensations.  He  believes 
that  the  sensations  of  this  group — ^pain  and  the  temperature  sensations 
aroused  by  objects  under  22°  or  over  40°C. — are  mediated  by  a  special 
set  of^nerve  fibers.  As  has  been  seen  in  a  preceding  paragraph,  the 
most  striking  parallel  exists  between  what  is  known  of  the  protopathic 
fibers  and  what  we  have  learned  concerning  the  unmyelinated  fibers. 
In  this  paper  we  have  presented  evidence  that  at  least  the  pain  element 
of  protopathic  sensibility  is  conveyed  by  these  fibers.  On  the  basis 
of  the  rapidly  accumulating  evidence,  we  believe  that  the  immyelinated 
fibers  mediate  not  only  pain,  but  the  protopathic  temperature  sensa- 
tions as  weil. 
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Before  taking  up  the  differences  observed  in  the  stomach,  lb  may  be 
of  interest  to  review  briefly  the  theoretical  considerations  that  led  up 
to  the  work.  When  it  was  seen  that  the  rate  of  rhythmic  contracton 
in  the  small  intestine  varies  inversely  as  the  distance  from  the  pylorus 
(1),  the  next  question  to  arise  was:  If  this  part  of  the  primitive  intesti- 
nal tube  behaves  in  this  way,  how  about  the  other  parts?  Might  not 
the  tract  have  been  constructed  originally  so  that  the  rate  would  be 
highest  at  the  pharynx  and  lowest  at  the  anus?  Although  this  ques- 
tion cannot  be  answered  satisfactorily  as  yet,  there  is  considerable  evi- 
dence in  favor  of  such  a  view.  For  instance,  the  rates  of  contraction 
in  different  parts  of  the  colon  (of  the  rabbit  and  cat)  fit  quite  well  into 
a  prolongation  of  the  curve  plotted  from  the  rates  of  the  small  bowel 
(2).  The  rhythm  vanes  {in  the  rabbit)  from  6  to  10  per  minute  near 
the  cecum  to  from  3  to  5  per  minute  near  the  anus.  It  is  impossible 
to  say  much  alx>ut  the  esophf^us  of  mammals  because,  in  them,  that 
tube  is  made  up  almost  entirely  of  striated  muscle,  and  the  smoothffbers, 
with  which  we  are  concerned,  appear  only  in  the  lower  third  or  fourth. 
Longitudinal  segments  from  this  region  near  the  cardia  (in  rabbits  and 
cats)  showed  a  high  rhythmicity  when  placed  in  aerated  Ringer's  solu- 
tion. The  fastest  rate  seen  in  the  cat  was  14  per  minute;  in  the  rabbit 
it  was  sometimes  as  high  as  19  per  minute.  It  should  be  noted  that 
this  is  a  higher  rate  than  that  ever  seen  in  the  duodenal  segments  (15 
to  17.5  per  minute). 

We  can  compare  the  rhythm  of  different  regions  of  the  esophagus 
only  in  those  lower  animals  in  which  the  tube  is  made  up  entirely  of 
smooth  muscle.  This  is  the  case  in  the  frog.  Stiles  found  in  the  esoph- 
agus of  this  animal  that  the  rhythmic  activity  is  more  marked  and 
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regular  than  in  any  sther  part  of  the  digestive  tract;  aiao,  that  the  rate 
of  contraction  (in  the  esopbagiu)  varies  inversely  as  the  distance  from 
the  phuyngeal  end  (3).  I  have  confirmed  these  findings  in  a  number 
of  frogs;  and,  although  my  tracings  are  not  so  regular  as  Stiles',  they 
show  the  difference  in  rate  very  clearly.  I  have  found  similar  differ- 
ences m  longitudinal  segmenta  from  the  esophagus  of  a  small  grass 
snake  (species  unknomi).  The  contractions  in  the  intestinal  seg- 
ments from  the  frog  unfortunately  were  so  irregular  that  I  could  not 
establish  a  further  gradation  of  rhythm  from  the  end  of  the  esophagus 
down  to  the  cloaca.  The  only  thing  that  can  be  said  is  that  the  eso- 
phageal rates  were  generally  faster  than  those  of  any  part  of  the  bowel. 
Even  if  further  work  on  such  animals  should  show  definitely  a  gra- 
dation of  the  rhythmic  activity  from  pharynx  to  anus,  we  would  still 
have  to  explain  the  slow  rhythm  of  the  gastric  waves  in  mammals: 
frcon  3  to  4  per  minute  in  the  rabbit,  dog  and  man,  and  from  4  to  6  per 
minute  in  the  cat.  A  possible  way  out  of  this  difficulty  was  suggested 
to  me  by  the  literature  on  another  muscular  tube — the  heart.  GaslEell 
taught  us  to  view  that  organ  as  an  elaboration  of  a  simple  tube  which 
bod  become  twisted  on  itself,  and  had  bulged  in  places.  There  the 
muscle  became  speinalized  that  it  might  contract  and  empty  the  can- 
ties  more  quickly.  "The  development  of  this  nearer  appnuudi  to  stri- 
ated muscle  is  made  at  the  expense  of  the  oi^nat  rhythmical  power" 
(4)- 

THE  pamiTIVB  TUBB 

A  glance  at  figures  I  to  34  in  Oppel's  Comparative  Histology  (5),  or 
at  plates  18  to  33  in  Hiintington's  book  (6),  will  show  how  the  stomach 
also  has  been  evolved  from  a  simple  tube,  first  by  an  enlargement,  sec- 
ondly, by  a  bendiiME  of  the  pylorus  towards  the  cardia,  and  thirdly,  by 
tbi;  addition  of  cecal  pouches.  The  stomach  of  the  eel  consists  almost 
entirely  of  such  a  pouch,  which  has  grown  from  the  convex  side  of  a 
bend  m  the  original  tube  (see  fig,  1,  D).  It  is  very  obvious,  in  such  a 
stomach,  that  the  primitive  tube  is  to  be  found  along  the  lesser  curva- 
ture. Even  the  complicated  stomachs  of  rummants  can  be  resolved 
mto  a  series  of  ceca  arranged  along  the  orginal  tube  (fig.  1,  E).  That 
part  of  the  fundus  to  the  left  of  the  cardia  in  the  human  stomach  repre- 
sents sud)  a  cecum,  which,  very  early  in  life,  grows  out  from  the  greater 
curvature  (7).  The  stomach  of  a  10  mm.  human  embryo  is  made  up 
of  three  ports:  the  expanded,  conical,  lower  end  of  the  esophagus,  the 
long  tubular  antrum,  little  lai^r  than  the  adjacent  duodenum,  and  a 
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small  fundus  (fig.  1.  F).  The  end  of  the  esophagus  meetB  the  antrum 
at  the  incisura  angularis.  Later,  the  fundus  grows  at  the  expense  of 
the  other  two  parts,  so  that,  in  the  adult,  the  end  of  the  esophagus  is 
represented  only  by  the  cardiac  antrum  and  that  prolongation  along 
the  lesser  curvature  which  forms  the  gastric  canal;  while  the  pylorio 
antrum  makes  up  a  much  smaller  part  of  the  stomach  than  it  did  origi- 
nally (8). 

The  "Primitive  Tube,"  accordingly,  must  be  looked  for  along  the 
lesser  curvature.    It  is  suQsestive  that  this  part  of  the  stomach  ia 


Fia.  1.  To  show  the  development  of  the  atomach.  a.  Stomach  of  the  pickerel 
(Nuho);  6,  stomach  of  Proteus  aaguiaeus  (Nuhn);  e,  stomach  of  Sciacua  ooellatua 
(Nuhn);(J,  stomach  of  the  eel  (Huntington)  ;e,  scheme  of  the  ruminant  compound 
stomach  (Nuhn);/,  stomach  of  a  10  mm.  human  embryo  (Lewis). 

lined  by  an  epithelium  differentiated  least  of  all  from  that  of  the  intes- 
tine. This  point  has  been  remarked  upon  by  several  men  in  discussing 
the  mucous  membrane  of  the  pyloric  antrum.  The  glands  around  the 
cardia  are  apparently  little  more  than  sluggish  pyloric  glands  (9) ;  and 
"it  is  almost  the  rule  for  the  greater  part  of  the  mucous  membrane 
along  the  lesser  curvature  to  be  of  the  pyloric  type"  (10).  A  similar 
arrangement  is  found  in  most  of  the  domestic  animals,  that  is,  the  les- 
ser curvature  is  lined  only  by  cardiac  smd  pyloric  glands  (11). 

To  be  sure,  we  must  be  careful  in  comparing  conditions  in  two  organs 
so  di£Ferent  in  function  as  are  the  heart  and  stomach.    One  has  been 
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Specialized  to  pump  blood  rapidly;  the  other  serves  largely  aa  a  reser- 
voir, a  hopper  for  the  bowel,  where  the  waves  do  more  mixing  than 
propelling.  Yet  they  have  both  been  evolved  from  simple  tubes  of 
rhythmic  muscle,  and  it  seems  to  me  that  the  analogies  are  close  enough 
to  make  us  eager  to  examine  the  stomach  from  a  point  of  view  which 
has  done  so  much  to  advance  our  knowledge  of  the  physiology  and 
pathology  of  the  heart.  In  the  stomach,  we  should  expect  to  find  the 
most  rhythmic  tissue  at  the  cardia  and  along  the  lesser  curvature. 
The  least  rhythmic  tissue  might  be  in  the  fundus  and  along  the  greater 
curvature.  Such  differences,  if  present,  might  go  far  to  explain  the 
origin  and  peculiarities  of  gastric  peristalsis.  I  wish  to  show  now  to 
what  a  considerable  extent  these  expectations  have  been  fulfilled. 


After  some  experimenting,  good  records  were  obtained  from  loi^- 
tudinal  strips  of  muscle  from  different  parts  of  the  stomach  of  the  rab- 
bit, cat,  dog,  and  man.  With  a  razor,  parallel  cuts  3  to  5  mm.  apart 
were  made  just  to  the  mucosa.  A  narrow  strip  of  muscle  2  cm.  long 
was  then  lifted  up,  after  cutting  tbroi^;h  the  submucosa  with  a  fine 
pair  of  scissors.  The  only  place  in  the  rabbit  where  this  was  impossible 
was  along  the  cimalifi  gastricus  from  the  cardia  to  the  incisura  angu- 
laris.  Here  I  could  find  no  line  of  separation,  so  the  muscular  strips 
from  this  part  "of  the  lesser  curvature  were  studied  with  mucous  mem- 
brane attached  (fig.  2,  A  and  B).  A  separation  could  be  made  m  the 
cat,  dog  and  man,  although  it  was  more  difficult  in  this  region  than  in 
the  rest  of  the  stomach.  This  close  attachment  of  the  mucosa  to  the 
muscle  brings  to  mind  a  similar  arraQgement  of  skm  and  fascia  in  the 
palm  of  the  hand,  which  enables  us  to  grasp  things  firmly.  In  the 
same  way,  in  the  stomach,  this  intimate  relation  between  muscle  and 
mucous  membrane  may  be  essential  to  the  formation  of  the  canalis  gas- 
tricus, through  which  fluids  flow  along  the  lesser  curvature  (12).  A  lo- 
calized contraction  on  the  greater  curvature  might  not  show  at  all  on 
the  inside  of  the  stomach,  as  the  mucosa  there  is  redundant,  and  but 
loosely  attached  to  the  muscle. 

Separation  of  the  strips  was  very  easy  in  the  pyloric  antrum,  and  the 
laxity  of  the  submucosa  in  that  region  was  striking  in  all  the  f\nimftTg 
studied. 

The  strips  were  usually  immersed  in  warm  aerated  Kinger's  solution 
and  studied  at  once,  but  they  can  be  kept  in  the  icebox  for  four  or  five 
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days.  It  is  remarkable  that  daily  tracings  from  the  same  set  of  strips 
showed  that  they  might  beat  even  better  od  the  second  or  third  day 
than  on  the  first.  This  seemed  to  be  due  to  a  loss  of  inhibition,  as  the 
strips  generally  began  beating  more  promptly  after  immerdon;  the 
rhythm  often  was  faster,  and  the  records  more  regular.  A  great  deal 
of  patience  was  needed  with  fresh  strips,  as  many  of  them  did  not  show 
activity  until  they  had  been  in  the  warm  Ringer's  solution  for  an  hour 
or  more.  Even  then,  one  part  of  barium  chloride  to  25,000  of  the  so- 
lution often  had  to  be  added  before  some  of  them  would  beat.  The 
temperature  of  the  Ringer's  solution  was  kept  between  37°  and  38°C. 
Ordinarily  no  weight  was  added  to  the  light  heart  levers  used;  it  was 
not  found  to  be  necessary. 

EXPEBIHENTAL  DATA 

The  following  conclusions  are  based  upon  records  from  the  stomachs 
of  sixteen  rabbits,  eight  cats,  nine  dogs  and  one  man.  This  material 
seemed  to  be  sufficient,  as  most  of  the  data  were  in  such  entire  agree- 
ment. Longitudinal  strips  from  the  two  curvatures  iiave  been  used 
almost  exclusively.  Some  work  was  done  with  pieces  cut  longitudinally 
midway  between  the  two  curvatures  and  with  circular  strips  from  dif- 
ferent r^ons,  but  it  wassoondiscontinued.astheonly  onesthatsbowed 
much  activity  were  those  from  the  neighborhood  of  the  cardia.  The 
type  of  contraction  obtained  in  the  circular  strips  corresponded  to  that 
of  the  longitudinal  ones  from  the  same  region. 

The  first  strips  to  begin  contracting  after  immersion  were  those  from 
the  upper  end  of  the  stomach.  In  the  cat  and  dog  the  strip  from  the 
lesser  curvature  next  to  the  cardia  (fig.  3,  A)  was  first,  often  showing 
activity  immediately  after  immersion  in  the  bath.  In  the  rabbit,  the 
strips  from  the  fundus  (fig.  2,  D  and  E)  seemed  to  recover  sooner  from 
the  trauma  of  attachment  and  generally  became  active  shortly  before 
the  cardiac  strips  did.  Strips  from  the  greater  curvature  and  from  the 
antrum  (particularly  in  the  rabbit)  often  took  an  hour  or  two  to  get 
started,  and  even  then  some  did  not  contract  well.  Thus,  out  of  eleven 
strips  from  the  rabbit's  antrum,  only  two  showed  rhythmic  activity. 

It  should  be  emphasized  that  the  only  strip  that  could  be  counted 
upon  in  every  stomach  to  give  regular,  typical  tracings  was  that  cut 
from  the  lesser  curvature  near  the  cardia  (A ,  figs.  2  and  3).  This  region 
showed  the  greatest  tendency  to  rhythmic  contraction  of  any  part  of  (fte 
stomach. 
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THE  DIFFERENT  TTPBB  OF  CDBVE8 

The  curves  traced  by  stripe  from  certBiD  regions  of  the  stomach 
were  ao  characteristic  that  there  was  little  need  for  labelling  some  of 
them.  This  mi^t  be  said  particularly  about  the  records  of  the  strip 
from  the  lesser  curvature  of  the  rabbit  near  the  cardia.     The  individual 


FiQ.  2.  Diagram  of  the  rabbit's  e'omach  showing  the  location  of  the  principal 
strips  studied,  together  with  specimen  tracings  from  the  different  regions.  At  A 
and  G  two  characteristic  types  of  tracing  are  shown.  The  time  tracing  repre- 
sents 30  second  intervals.  A  short  strip  of  duodenal  tracing  is  inserted  for  com- 
parison. 

contractions  of  this  strip  could  generally  be  recognised  by  the  almost 
vertical  rise  and  the  sharp  peak  caused  by  the  immediate  relaxation 
(see  figs.  2  and  4).  This  type  of  curve  often  shaded  into  another  very 
regular  form,  particularly  when  the  rate  became  faster,  or  after  the  ad- 
dition of  1:-25,000  PaCli  (fig.  4).  In  the  cat  and  dog,  the  curves  from 
this  region  could  be  recognized  not  only  by  the  sharper  apices  to  the 
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contractions  and  the  more  rapid  rate,  but  often  on  account  of  the  pe- 
culiar tonus  waves  depicted  in  figure  5. 

Stripe  from  the  lesser  curvature  (B,  figs.  2  and  3)  beat  with  a  very 
small  amphtude  in  all  the  animals.  In  the  rabbit,  the  waves  could 
sometimes  be  made  out  only  by  using  a  hand  lens.  Many  strips  did 
not  beat  at  all.    The  possible  reasons  for  this  will  be  taken  up  later. 


Fia.  3.  A  diagram  of  the  cat's  stomach  to  show  the  location  of  the  principal 
stripe  studied  and  the  types  of  tracing  peculiar  to  the  different  regions.  This 
diagram  will  serve  also  for  the  location  of  strips  in  the  dog's  etomocb.  The  time 
tracing  repres  nta  30  second  intervals. 

In  the  rabbit,  stripe  next  to  the  cardia  on  the  side  towards  the  fun- 
dus {fig.  2,  D)  gave  tracings  very  different  from  those  just  described 
for  strip  A  on  the  aide  of  the  lesser  curvature.  They  were  character- 
ized by  marked  irregularities  of  tone,  rhythm  and  amplitude.  Sec- 
tions from  the  rest  of  the  fundus  behaved  in  much  the  same  way.  In 
the  cat  and  dog  there  was  less  difference  in  the  behavior  of  the  strips 
on  the  two  curvatures  next  to  the  cardia  (fig.  3,  A  and  E).    This  is  to 
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be  expected  when  we  remember  that  their  stomachs  have  almost  no 
fundus  and  that  they  are  simpler  and  less  differentiated  from  the  origi- 
nal tube. 

Strips  from  the  middle  r^on  of  the  greater  curvature  in  all  the  ani- 
mals {F,  figs.  2  and  3)  varied  a  good  deal  in  their  reactions.  Some 
did  not  beat  at  all,  others  gave  fair  tracings,  while  a  few  were  quite 
regular.  The  best  curves  in  the  rabbit  were  seen  after  the  tone  had 
been  raised  by  barium  chloride;  and  particularly  in  strips  which  bad 
been  on  ice  from  24  to  48  hours.  They  never  resembled  the  typical 
ones  from  the  cardia  however.  Ordinarily,  the  waves  were  large, 
rounded  and  uneven.  They  were  even  larger  and  more  rounded  in 
the  cat  and  dog. 

Strips  from  the  greater  curvature  near  the  antrum  in  the  rabbit's 
stomach  gave  peculiar  curves  characterized  by  regularly  recurring 
groups  of  waves  with 
a  wide  amplitude. 
Sometimes  the  muscle 
strip  would  shorten  to 
less  than  half  its  origi- 
nal length.  Two  such 
curvtjs  are  shown  at  G, 
figure  2.    Particularly 

^teT  the  addition  of  a 
F,=.4.  T,..i«f,o,«..triptro»,lh,l,»re«™.     ,.j„^    ^^^^    ^    ,^^ 
ture  near  the  cardia  ehowiDg  the  cbtinge  tn  rhythm  . 

after  addiDg  1:26,000  Bad,.  sohltion,  this  type  of 

curve  often  shaded 
into  another,  as  regular  and  even  as  a  duodena!  tracing.  This  very 
regular  curve  with  rapid  rhythm  was  seen  in  some  strips  twenty-four 
hours  old  from  the  same  region  of  the  cat's  stomach.  Ordinarily  in 
the  cat  and  dog  these  strips  reacted  very  much  like  those  from  the 
middle  of  the  greater  curvature. 

The  type  of  contraction  in  the  strips  from  the  antrum  pylori  (C, 
figs.  2  and  3)  was  very  characteristic  in  all  the  animals  studied.  It 
made  no  difference  from  what  part  of  the  autrum  they  were  taken. 
The  curves  showed  a  very  even  base  line,  upon  which  were  superim- 
posed at  r^ular  intervals  high  symmetrical  peaks.  These  are  well 
shown  in  figure  6,  the  middle  record.  It  was  very  typical  even  in  the 
frog,  where  the  great  amplitude  of  contraction  in  this  region  was  well 
biought  out.  On  such  tracings  the  antral  peaks  were  often  four  times 
as  high  as  the  cardiac  ones,  in  spite  of  the  fact  that  the  antral  strip  might 


d  by  Google 


RHYTHHICITY  AND  TONE  IN  UOBCUIATURG  OF  THE  STOMACH      OV6 

be  only  a  fourth  as  long  as  the  strip  from  the  much  wider  cardiac  end 
of  the  stomach.  ■  This  difference  is  well  illustrated  by  fig.  10  in  an 
article  by  Woodworth  (13) 


Fia.  5.  a,  Tonus  waves  in  a  record  from  the  strip  on  the  leeser  curvature  next 
to  the  cardia  of  a  cat's  stomach,    b,  From  the  same  region  in  a  dog's  stomach. 

DIFFERENCES   IN   THE  RATE   OF  CONTRACTION8 

Speaking  roughly,  the  rate  varied  as  the  distance  from  the  cardia. 
The  fastest  rates  in  atl  the  animals  were  observed  in  the  tracings  from 
strip  A  on  the  lesser  curvature.  In  the  cat,  this  strip  contracted  from 
4  to  8  times  per  minute.  In  the  rabbit  and  dog  there  were  two  or  three 
different  types  of  curve  with  different  rates.  Often  when  the  strips 
first  began  to  beat  after  immersion,  the  rate  would  be  from  2  to  5  per 
minute.     After  awhile  the  contractions  would  become  smaller  and  more 
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frequent,  and  the  rate  would  change  to  from  9  to  14  per  minute,  usu- 
ally  about  11.  Three  strips  beat  20  times  per  minute  for  short  inter- 
vals. The  rate  in  the  dog  was  usually  from  8  to  13  per  minute,  but  in 
a  few  animals  it  was  from  4  to  7  per  minute.  At  the  other  end  of  the 
stomach,  in  the  antrum,  the  rates  varied  from  1  to  4  per  minute  in  all 
the  animals.  The  rates  of  the  other  strips  ranged  between  these  two 
extremes:  usually  from  4  to  9  per  minute.  One  exception  must  be 
made  in  regard  to  the  strip  on  the  greater  curvature  next  to  the  antrum 
in  the  rabbit(G,  fig.  2).  Here  the  rate  was  often  from  9  to  12  per 
minute.    The  possible  significance  of  this  will  be  discussed  later. 

DIFFEEBNCES   IN  TONE 

Differencefl  in  tone  were  observed  while  studying  the  strips.  When 
the  cuts  were  mode  through  the  muscle  on  the  lesser  curvature,  the 
edges  pulled  apart  farther  than  they  did  on  the  greater  curvature. 
Strip  A  on  the  lesser  curvature  was  always  much  smaller  than  the  hole 
from  which  it  was  removed,  but  strips  E  and  F  on  the  greater  curva- 
ture might  be  even  larger  than  the  hole,  if  care  were  not  taken  to  avoid 
all  traction.  Strips  E  and  F  would  often  lie  flat  when  put  into  Ringer's 
solution,  but  strips  A,  B  and  G  generally  curled  up  tightly. 

A  high  tone  on  the  lesser  curvature  might  have  something  to  do 
with  the  poor  amplitude  of  contraction  in  the  strips  from  this  region. 
I  have  coDunented  elsewhere  (14)  upon  the  fact,  so  often  observed  with 
smooth  muscle,  that  as  the  tone  rises,  the  amplitude  of  contraction  falls 
until  rhythmic  activity  may  cease  entirely.  The  larger  amplitude  of 
contraction  seen  in  the  strips  from  the  greater  curvature  ^rees  per- 
fectly with  the  supposition  that  the  tone  is  low  in  that  region.  The 
great  amplitude  of  contraction  in  the  strips  from  the  antrum  and  pre- 
antrmn  is  probably  due  to  other  factors,  as  the  tone  seemed  to  be 
high.  The  fibers  of  the  muscle  might  be  longer  or  more  nearly  parallel 
in  this  region.  Such  histological  difFerences  have  been  found  to  explain 
differences  in  the  reactions  of  the  frog's  sartorius  and  gastrocnemius 
(IS).  It  is  suggestive  that  McGill  (16)  has  noticed  histologically  a 
tendency  to  almost  total  contraction  of  muscle  fibers  in  the  pyloric 
ring. 

Tone,  unfortunately,  is  a  vague  and  often  misused  term.  Sherring- 
ton has  shown  recently  (17),  that  many  of  the  phenomena  attributed 
to  it  are  really  what  he  calls  "Postural"  changes,  that  is,  there  is  an 
adjustment  of  the  contractile  length  of  the  muscles  without  necessarily 


d  by  Google 


RHYTHHiaTT  AND  TONE  IN  UXJSCDLATD^  OF  THE  STOMACH      595 

an  alteration  of  tension.  Such  adjustments  must  take  place  constantly 
in  the  fundus  of  the  stomach  so  that  it  can  maintain  a  steady  even 
pressure  on  the  material  that  is  being 
fed  into  the  rhythmically  contracting 
pyloric  mill.  This  may  explain,  the 
marked  tendency  of  excised  strips 
from  the  rabbit's  fundus  to  contract 
down  to  about  one-half  of  their  origi- 
nal lengths  after  they  have  been  in 
the  warm  Ringer's  solution  for  from 
30  to  60  minutes.  After  this,  they 
seldom  relaxed  or  showed  much 
rhythmic  activity.  It  is  interesting 
to  note  the  resemblance  of  the  tonus 
waves  in  a  strip  from  the  neighbor- 
hood of  the  dog's  cardia  (fig.  5b)  to 
those  observed  by  Fano,  Porter  (18) 
and  others  in  the  auricles  of  the  toad 
and  terrapin.  Such  changes  have 
been  noticed  near  the  cardia  in  the 
intact  stomach  also  (19). 

THE  HUMAN    STOMACH 

The  kindness  of  Doctors  Baxter 
and  Brill  enabled  me  to  get  the  stom- 
ach of  a  man  within  a  half  hour  after 
death  from  nephritis.  Strips  from 
this  stomach  reacted  very  much  like 
those  already  studied.  Figure  7a 
shows  the  small,  regular  and  rapid 
rhythm  in  the  cardiac  strip  from  the 
lesser  curvature.  The  rate  varied 
between  5  and  12  per  minute.  The 
next  piece  on  the  lesser  curvature 
showed  a  few  contractions,  only  after 

barium  was  added.    The  strips  from        „  „       .    ,        „ 

,,  .  .11  Fio.  6.   Records  from  five  atrips 

the  preantrum  on  the  leader  curva-    ^^^^   ^.^^^^^  ^^^  „f  ^^^^   ^^^,^ 

ture  contracted  very  much  like  those    stomach.   Shows  typical  coDtractiona 

from  the  grealer  curvature  in  some    from  the  pyloric  aotrum. 
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cats.  The  amplitude  was  large,  the  rhythm  slow  and  irr^iilar.  The 
atrip  fKHH  the  antnim  pylcpri  on  the  greater  curvature  showed  the 
usual  type  of  curve  for  that  region.  Strips  from  the  greater  qurvature 
showed  less  rhythmicity  than  did  those  from  the  lesser  curvature. 


Fig.  7.  a,  Records  from  four  strips  from  different  parts  of  the  lei 
of  a  humaa  stomach.    b_  Four  strips  from  the  sreatcr  curvature. 
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DISCUSSION 

As  was  expected,  marked  differences  have  been  found  in  the  behavior 
and  in  the  rhythmicity  of  the  strips.  Some  of  these  peculiarities,  such 
as<  the  high  rhythmicity  of  strip  A,  the  grading  of  the  rhythm  down- 
wards towards  the  pylorus,  and  the  differences  in  tone  on  the  two  cur- 
vatures are  explainable  on  the  basis  of  the  theory  that  gave  rise  to  the 
work.  Other  features,  such  as  the  low  rhythmicity  of  strips  from  the 
middle  of  the  lesser  curvature,  the  promptness  with  which  strips  from 
the  rabbit's  fundus  began  contracting  after  immersion,  and  the  high 
rhythmicity  of  the  preantral  strip  on  the  greater  curvature  are  rather 
against  the  view  that  the  rhythmicity  should  vary  inversely  as  the 
distance,  apacially  or  embryologically,  from  the  primitive  tube. 

There  are  probably  other  modifying  factors  present,  such  as  those 
tending  to  fit  the  muscle  in  the  different  regions  to  the  different  types 
of  work  that  have  to  be  done.  Such  a  factor  might  account  for  the 
marked  differences  between  the  behavior  of  strips  from  the  pyloric  an- 
trum and  from  the  body  of  the  stomach.  A  remnant  of  the  original 
tube  itself  might  lose  much  of  its  rhythmicity  if  that  function  should 
interfere  with  the  work  to  be  done.  This  might  be  one  explanation 
for  the  poor  records  obtained  from  strips  from  the  canalis  gastricus 
along  the  lesser  curvature  of  the  rabbit's  stomach.  The  high  rhyth- 
micity of  strip  G  on  the  greater  curvature  in  the  rabbit  is  not  so  easily 
explained.  Auer  noticed  on  the  intact  stomach  that  ^ter  reflex  inhi- 
bition of  the  movements,  they  always  returned  first  in  the  preantral 
ring,  ajid  he  concluded  that  this  was  clearly  the  most  rhythmic  section 
(20).  I  believe,  however,  that  it  is  exceeded  in  this  regard  by  the  car- 
dia.  These  problems  cannot  be  settled  on  the  basis  of  difference  in 
rhythmicity  alone.  More  light  must  be  obtained  by  studying  the 
irritability,  latent  period,  conductivity,  etc.,  in  the  different  regions. 
For  instance,  as  will  be  seen  in  the  next  paper,  a  comparison  of  the 
latent  periods  in  different  parts  of  the  stomach  seems  to  support  the 
original  theory  even  more  than  has  the  study  of  differences  in  rhyth- 
micity. 

It  took  many  experiments  and  years  of  discussion  to  establish  the 
fact  that  the  stomach  can  perform  its  functions  quite  satisfactorily  and 
normally  after  section  of  all  extrinsic  nerves  (21),  The  observations 
presented  in  this  paper  show  now  that  local  peculiarities  of  tone  and 
rhythmicity  may  have  much  to  do  with  directing  and  modifying  the 
peristaltic  wave  as  it  travels  over  the  stomach.     A  glance  at  one  of 
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Groedel's  (22)  ilhistratioos  made  up  of  the  superiropoaed  outlines  of  a 
dozen  Beriat  radiographs  of  the  same  human  stomach  will  show  how 
little  the  lesser  curvature,  aa  far  as  the  incisura  angularis,  is  affected  ' 
by  the  peristaltic  wave.  Appearing  at  a  variable  distance  from  the 
fundus,  the  waves  seem  to  travel  almost  entirely  along  the  greater 
curvature,  getting  deeper  as  they  approach  the  antrum.  At  that  point, 
their  character  changes  markedly;  they  involve  the  whole  circumfer- 
ence of  the  stomach  and  are  bo  deep  that  they  aometiroes  meet  in  the 
center. 

It  seems  to  me  that  these  local  differences  in  the  peristaltic  wave 
correspond  perfectly  to  the  r^onal  peculiarities  of  tone,  rhythm  and 
amplitude  of  the  tissue  through  which  it  must  pass.  As  in  the  heart, 
so  here,  the  waves  probably  have  their  origin  in  the  most  highly  rhyth- 
mic area.  Similarly,  again,  the  gradation  <A  rhythmicity  from  cardia  to 
pylorus  may  have  much  to  do  with  maintaining  the  downward  course 
of  the  waves. 

Conduction  must  be  very  different  in  the  two  oi^ans,  as,  in  the 
stomach,  the  waves  keep  traveling  quite  normally  after  several  encir- 
cling cuts  have  been  made  down  to  the  nnioosa  (23).  Moreover,  the 
pyloric  portion  of  the  stomach  in  dogs  continues  to  functionate  nor- 
mally even  after  complete  separation  from  the  rest  of  the  organ  (24). 
There  is  also  little  interference  with  peristalsis  in  the  human  stomach 
after  excismg  the  middle  portion  for  carcinoma  (25). 

Rather  against  the  view  that  the  waves  originate  near  the  cardia  is 
the  common  observation  that  they  seem  to  appear  now  here,  now  there 
on  the  greater  curvature.  As  Cannon  says,  "the  pulsatile  source  of 
the  gastric  waves  has  no  fixed  seat"  (26).  His  work  showed  that  a 
wave  is  likely  to  appear  at  the  spot  where  a  certain  balance  is  struck 
between  the  tone  of  the  muscle  and  the  internal  tension.  My  records 
from  the  intact  intestine  showed  clearly  that  a  peristaltic  rush  whicJi 
apparently  had  begun  in  the  lower  ileum  had  really  come  aa  an  unno- 
ticed ripple,  all  the  way  from  the  duodenum  (27).  I  believe  that  the 
same  thing  may  take  place  in  the  stomach,  and  that  ripples  sent  out 
from  the  cardia  may  deepen  into  large  waves  at  the  place  where  the 
conditions  defined  by  Doctor  Cannon  are  right.  Perhaps  we  could  see 
these  ripples  if  we  had  better  means  of  detecting  what  is  going  on.  As 
Groedel  (28)  says,  anyone  watching  peristalsis  in  the  human  stomach 
would  say  that  the  lesser  curvature  did  not  participate  at  all,  yet  good 
serial  plates  always  showed  waves  corresponding  to  those  on  the  greater 
curvature.    Dietlen  (29)  has  shown  also  that  with  the  patient  lying 
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down,  SO  that  the  fundus-  is  filled,  small  but  definite  waves  can  be  seen 
near  the  eardia. 

Another  question  that  arises  is,  why  should  the  rates  of  the  strips  in 
the  rabbit  and  dog  be  so  much  higher  than  that  of  the  intact  stomach. 
Only  in  the  cat  do  they  correspond  at  all.  It  is  different  in  the  intes- 
tine,  where  the  rates  of  the  intact  bowel  and  of  the  excised  segments 
agree  quite  closely.  In  the  rabbit  it  may  be  that  the  slower,  more 
powerful  contractions  that  were  seen  in  many  of  the  tracings  from  the 
cardiac  strip  are  the  ones  that  initiate  the  peristaltic  waves  of  the 
stomach.  The  faster  rates  may  indicate  a  reserve,  of  which  the  eardia 
has  the  greatest  amount.  It  does  not  seem  likely  that  the  normal 
slow  rate  is  due  to  depressor  effects  from  the  vagus  as  peristalsis  \s  not 
quickened  after  double  v^otomy  (30).  More  probably  the  longer  in- 
tervals between  beats  are  needed  for  adequate  rest  and  recovery,  so 
that  the  muscle  can  maintain  a  constant  level  of  efficiency.  For  the 
same  reason,  the  medusae  pulsate  normally  at  only  about  one-seventh 
the  rate  that  they  are  capable  of  maintaining  under  certain  conditions 
(31). 

ANATOMICAL   DIFTEHBNCBS 

It  is  hoped  that  this  work  may  induce  histologista  to  seek  for  regional 
diiferences  in  the  nervous  and  muscular  tissues  of  the  stomach,  and  to 
study  more  closely  the  r^on  about  the  eardia  and  the  lesser  curvature. 
Openchowski  years  ago  claimed  that  the  automatism  of  the  eardia  is 
due  to  f^ups  of  peculiar  ganglion  cells  under  the  serosa  (32).  These 
cells  were  like  those  found  in  the  heart.  They  wtre  distinct  from  Auer- 
bach's  plexus;  and  when  they  were  stripped  off,  automatic  movements 
ceased.  This,  of  course,  might  have  been  due  to  the  trauma.  He 
found  similar  groups  of  cells  near  the  pylorus,  but  there  were  very  few 
in  the  body  of  the  stomach.  Schfitz  also  has  described  such  ganglia 
grouped  about  the  eardia  and  pylorus  (33).  Those  in  the  pyloric  por- 
tion and  fundus  had  connective  tissue  capsules.  Near  the  eardia  the 
cells  were  not  in  the  muscle  layers,  as  they  were  elsewhere  in  the  stom- 
ach, but  were  in  the  connective  tissue  between  the  layers. 

Keith  (34),  who  has  recently  done  some  very  interesting  work  on 
this  problem,  foimd  the  myenteric  plexus  well  developed  only  in  the 
pyloric  division  and  along  the  lesser  curvature.  There  was  no  local- 
ized increase  or  development  at  the  point  where  gastric  movements  or- 
dinarily seem  to  begin.  There  wa.s,  however,  a  "distinct  modification 
of  the  musculature  and  myenteric  plexus  just  distal  to  the  ring  which 
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marke  the  ce^ation  of  the  esophageal  epithelium  and  the  commcDce- 
ment  of  the  gastric  lining.  At  that  site  there  was  a  definite  develop- 
ment of  neuro-muacular  junctional  tiesue — just  such  an  area  as  might 
serve  as  a  nodal  center  for  the  stomach."  In  this  region  in  the  echidna 
he  found  tissue  similar  to  that  seen  in  the  sino-auricular  node  of  the 
same  animal.  He  believes  the  contractions  of  the  stomach  are  there 
initiated.  Thus,  reasoning  along  the  same  lines  but  using  different 
methods,  Doctor  Keith  and  I  have  arrived,  independently,  at  the  same 
conclusion. 

Other  differences  will  probably  be  found  in  the  muscle  itself.  It  is 
well  known  that  there  are  marked  differences  in  irritability,  latent  per- 
iod and  form  of  the  contraction-curve  between  the  pale  and  red  volun- 
tary muscles  in  the  same  frog  or  rabbit,  between  the  flexors  and  exten- 
sors, between  the  abductor  and  adductor  of  the  crab's  pincers,  or  be- 
tween the  wing  and  leg  muscles  of  an  insect.  Histological  differences 
have  also  been  found  corresponding  to  the  functional  ones.  The  pro- 
portion between  the  sarcoplasm  and  the  fibrils  varies  markedly  in  dif- 
ferent muscles;  and  even  in  the  same  muscle  there  may  be  fine  and 
coarse  fibers  with  different  d^reea  of  irritability,  so  that  weak  and 
strong  stimuli  produce  different  effects.  After  reading  the  articles  of 
Ranvier  (35),  Rollett  (36),  Griitzner  (37),  and  particularly  that  of 
Paukul  (38),  and  seeing  how  remarkably  striated  muscles  vary,  not 
only  throughout  the  animal  kingdom  but  in  the  individual  body,  it  seems 
to  me  unreasonable  to  expect  that  smooth  muscle  should  have  fixed 
properties  and  structure.  Marked  differences  in  the  physiological  pro- 
perties of  bits  of  smooth  muscle  from  different  organs  are  well  known, 
but  I  can  find  very  little  about  histolopcal  differences.  McGill  is 
about  the  only  one  who  seems  to  have  observed  such  details.  She 
found  in  some  parts  of  the  digestive  tract  a  persistence  of  the  embryonic 
condition  as  shown  by  the  distinct  syncytial  arrangement  of  the  muscle 
fibers  with  both  end  and  side  anastomoses  (39).  Unfortunately,  Doc- 
tor McGill  had  no  reason  then  to  note  just  where  those  bodies  of 
embryonic  tissue  were  found. 

SUMMARY 

The  evidence  presented  suggests  that  the  gastro-intestinal  tube  may 
originally  have  been  constructed  so  that  the  rhythmicity  of  any  one 
segment  varied  inversely  as  the  distance  from  the  pharynx. 

It  is  proposed  to  study  the  stomach  from  the  point  of  viaw  that  it 
has  been  evolved  from  a  primitive  tube  much  as  the  befU't  has  been  en- 
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Isrged  and  specialized.  Reasoning  from  the  grounds  of  comparative 
anatomy  and  embryolc^y,  we  should  expect  to  find  the  remnants  of 
this  tube  along  the  lesser  curvature  of  the  stomach  from  the  cardia  to 
the  pyloric  antrum. 

Excised  strips  of  muscle  from  the  cardiac  end,  and  particularly  that 
one  on  the  lesser  curvature  next  to  the  cardia,  show  the  strongest  ten- 
dency to  rhythmic  contraction. 

Different  types  of  tracings  are  peculiar  to  the  strips  from  different 
r^ione  of  the  stomach.  Speaking  roughly,  the  rate  of  contraction 
varies  inversely  as  the  distance  from  the  cardia.  The  tone  seems  to 
be  higher  on  the  lesser  than  on  the  greater  curvature. 

Strips  from  the  human  stomach  behave  very  similarly  to  those  ob- 
tained from  the  rabbit,  cat  and  dog. 

The  differences  observed  in  the  strips  probably  determine  the  direc- 
tion and  local  peculiarities  of  the  peristaltic  wave  as  it  sweeps  over  the 
stomach. 
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In  the  Interest  of 
Scientific  Medication 
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f  UCH  has  been  accomplished  in  estaUishing  the 
physitJogic  actioa  and  dierapeutic  value  of  the 
cAder  remedial  agents,  as  wdl  as  in  die  study  of  the 
newer  products  that  modon  therapy  is  devdoping. 

As  purveyors  to  the  medical  profession  we  have 
always  stood  in  the  vanguard  of  scientific  progress.  At 
the  same  time  we  have  pursued  a  well-defined  policy  of 
conservatism.  No  new  or  original  products  are  added 
to  our  lists  until  after  months  of  successful  clinical 
trial  in  the  hands  of  disinterested  physicians. 

We  standardize  our  entire  output  of  pharmaceu' 
deal  and  biological  products — our  fluid,  solid  and 
powdtfed  extracts;  tinctures,  dixirs,  pills,  taUets, 
serums,  vaccines— chemically  so  far  as  practicable, 
phsrsiologically  when  the  former  method  is  inex- 
pedient We  were  pioneers  in  standardization,  both 
chemical  and  physiological. 
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